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P-ROCEEDI-NGS
(8:08 a.m)

CHAI RVAN PETRI: Good norning. My nane is
Mchelle Petri. | want to welcone you to the
Arthritis Advisory Comm ttee.

Today we have representation from
Nonprescription Drugs. I'd like to start with our
introduction, and |I have a habit of starting on the
right.

DR. VEEI NTRAUB: Thank you, Mchelle. MW
nanme i s Mchael Weintraub. I1'mthe Drector of Ofice
of Drug Eval uation Nunber 5 and Acting Director of the
Arthritis and Anal gesi c and Opht hal nol ogi ¢ Di vi si on.

DR. HYDE: Hi . "' m John Hyde, Acting
Deputy for Anal gesic Anti-inflanmmatory Drugs.

DR.  BRANDT: |''m Ken Brandt. l"m a
r heumat ol ogi st from I ndi ana University.

DR, McKI NLEY- GRANT: "' m Lynn McKi nl ey-
Grant. |'ma dermatol ogi st in Washington, D.C., and
a mnmenber of the Nonprescription Drug Advisory
Commi ttee.

DR. TONG Good norning. |'m Ted Tong.
| am a professor of pharmacy, pharnacology and
toxi cology at the University of Arizona, and I'm a

menber of the Nonprescription Advisory Commttee.
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DR. CALLAHAN: Hi . " m Lei gh Cal |l ahan.
|'"'m a epidemologist from the University of North
Carolina in Chapel HIl.

DR HARRIS: | amNgel Harris. | am Dean
at Morehouse School of Medicine and a rheumat ol ogi st .

DR KODA- KI MBLE: I'm Mary Ann Koda-
Kinbl e, Chair of the Departnment of Cinical Pharnmacy
at UCSF, a nenber of the Nonprescription Drug Advisory
panel .

DR PUCING |I'm Frank Pucino. |I'mwth
the National Institutes of Heal th Pharnmacy Departnent.

V5. REEDY: |'m Kathl een Reedy, Executive
Secretary, Arthritis Advisory Conmtt ee.

DR. YOCUM David Yocum rheumatol ogi st,
University of Arizona.

DR. FERNANDEZ- MADRI D: Fel i x Fernandez-
Madri d, rheumatol ogi st, Wayne State University.

DR, SI MON: Lee Sinon, rheumatol ogist,
Deaconess Medi cal Center in Boston.

DR. TI LLEY: Bar bar a Till ey,
bi ostatistician, Henry Ford Health Systemin Detroit,
and I"'mon the Arthritis Advisory Conmtt ee.

DR LIANG Matthew Liang, rheunatol ogi st
at Brigham and Wnen's Hospital, Boston.

VB. MAL ONE: Leona WMnalone, consumer
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representative.

DR. MOREL AND: Larry Mor el and,
rheumat ol ogi st, University of Al abama at Birm ngham

DR MAX: Mtchell Max. |'ma neurol ogi st
at the Pain Research dinic in the National Institute
of Dental Research. |'ma consultant today.

DR. LASKA: |'"'m CGene Laska from the
Institute of Psychiatric Research and from the New
York University Departnent of Psychiatry. l'"'m a
bi ostatistician and consul tant this norning.

DR. BLEWTT: Good norni ng. " m George
Blewitt. I'mthe industry liaison representative to
t he Nonprescription Drugs Advisory Commttee.

CHAI RVAN PETRI : Thank you. Kat hl een
Reedy is now going to read our neeting statenent.

M5. REEDY: Conflict of Interest Statenent
for the Arthritis Advisory Conmttee neeting on March
25, 1998. The foll owi ng announcenent addresses the
issue of conflict of interest with regard to this
nmeeting and is nmade a part of the record to prevent
even the appearance of such at this neeting.

I n accordance with 18 United States Code
208, general matters wai vers have been granted to al
commttee participants who have interests in conpanies

or organizations which could be affected by the
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7
commttee's discussion of pain claim structure for
chronic and acute pain and onset of pain relief,
i ncludi ng appropriate study design for prescription
and nonprescription oral anal gesics. A copy of these
wai ver statenents may be obtained by submtting a
witten request to the agency's Freedomof |nformation
O fice, Room 12- A30 Par kl awn Bui | di ng.

In the event that the discussions involve
any other products or firnms not already on the agenda
for which an FDA participant has a financial interest,
the participants are aware of the need to exclude
t hemsel ves for such involvenment, and their exclusion
will be noted for the record.

Wth respect to all other participants, we
ask, in the interest of fairness, that they address
any current or previous financial involvenment with any
firmwhose product they may wi sh to comment upon.

CHAI RVAN PETRI:  Thank you, Kat hl een.

Dr. Wintraub has a welconme and
i ntroductory statenent.

DR, VEI NTRAUB: Thank you very nuch,
M chel | e.

The problemof fast -- and the definition
of fast onset and fast every aspect of drugs is one

which is under intense scrutiny right now by the Food
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8
and Drug Adm nistration, particularly in the Center
for Drugs, because everyone is junping on it.
Everyone wants to get a claimfor fast, whether it's
in the OIC or the Rx area, whether it's pul nonary part
of the FDA or the neurologic part of the FDA or the
OIC part of the FDA or the anal gesic part of the FDA
Everyone wants to be fast.

W're sort of early in the process,
however. These things have a way of noving through
the agency, and we are a little bit ahead of the wave,
al t hough there is sone interest fromthe people who
watch our advertising for Rx drugs, prescription
products, and there is now a novenent in many parts of
the Food and Drug Administration to deal with the
i ssue of fast.

We started noving on it, because we felt
the need, and it wasn't -- Dr. Hyde and Ji m Kerner and
others in the Division felt the need to deal wth
fast. Wiat we're hoping for and what we're aimng for
today is to get your input on the definition of fast,
how we're going to apply the definition, what fast
means to a variety of people.

Qur hope is that we're going to get
sonet hi ng out of our discussion today which will just

be the beginning, and what we wll try to dois join
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with other forces in CDER, in the Center for Drug
Evaluation and Research, and | hope bring our
di scussion of fast and everyone el se's discussion of
fast in line, and we're going to try and create sone
gui dances and sone thought pieces for the agency and
for the industry as well.

| think the questions are good. They're
a little hazy. They're not exactly to the point,
because we are not sure exactly where the point is,
but in any case, | know that fromthe agency that's
what we would like. It is your discussion and your
t hi nki ng on these points.

CHAI RMAN PETRI: Thank you. W have two
regi stered speakers for the open public hearing, but
ot hers are wel cone as wel | .

The first speaker is Dr. Ceorge Ehrlich
fromthe University of Pennsylvania. Dr. Ehrlich.

DR EHRLICH Thank you, Dr. Petri, |adies
and gent | enen.

When | saw that the -- in the Federal
Regi ster that the agenda this nmorning was going to
consider fast relief, that hit a note with ne, because
in recent years |'ve headed the International Low Back
Pain Initiative at the Wrld Health O gani zation, and

it's given ne a different perspective on acute and
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chroni c pains.

Recently, when | was appoi nted Chairman of
the Expert Advisory Panel on Chronic and General
D seases at WHO and a nunber of different aspects of
treating pain canme across ny desk, it reverberated
even nore so. | was always rem nded then that Dean
Sidney Smth two centuries ago described his gout as
"when | have the gout, |I feel as if |I'mwal king on ny
eyebal I s. "

That's a definition of severe pain that no
one would quarrel wth if nedical advice is sought,
but it turns out that for much pain no |earned
internediary is sought or, instead of standard nedi cal
case, people turn to alternative care such as
acupuncture, chiropractic and neutraceuticals that are
not under the purview of Food and Drug Adm nistration
in this country now, even nore so in the world outside
the United States.

Now when you have severe, acute pain, the
definition of whether this pain requires intervention
by a physician is usually decided by the patient on
the basis of the prognosis that the patient sees in
this pain. Mny peopl e never becone patients. They
remai n consurmers.

W as physicians tend to look on all
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sufferers as patients, but they're not if they self-
medi cate. They are not. They have decided on their
own that what they are experiencing is probably self-
limted, probably self-treatable, probably not in the
intervention and probably not serious; and that
i ncl udes nost headaches. That includes nost rheunatic
pai ns such as the ones that Ken Brandt tal ked about
where his departnent proved that acetam nophen was an
anal gesic, as everyone knows it is; but that isn't
really the full question

If pain is prolonged or if it's certain
types of pain, people then begin to worry about what
it means, and it's for that reason that they consult
| earned internediaries. Mst go to -- for nedications
wi thout Ilearned internediaries, and under those
ci rcunstances they want relief.

Now in chronic pain where you have
repetitive dosing, clearly the onset of the first help
is probably uninportant, as long as sone help is
received, but if you' re self-nedicating you want help
reasonabl y soon.

The question is what are you | ooking for.
Are you | ooking for total ablation for pain? That's
probably unlikely for gouting pain. It's totally

unlikely for toothaches from the result from
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extractions. It certainly is Ilikely for nost
headaches and so on, but nost people are content if
the pain conmes down froma level of intolerability to
a level where they can stand it and where it isn't
interfering with the quality of life, and especially
if they're not worried about what the pain portends.

So under those circunstances, | think fast
is not a definition of tine. One can argue about
m nutes, but | don't think that's relevant. People,
since they buy these drugs thenselves -- It's always
remnded nme of sone years ago when | was stil
practicing and | saw a patient whose conpany nade a
beer that had a very, very good commercial, and one
day they <changed -- their agency changed the
commer ci al .

He cane in to see ne, the President of the

conpany, and | said, why did you get rid of that

commercial ? He said, well, everybody loved it, but it
didn't sell our beer. | said, well, what was your
sales curve? He said, well, originally it went up
but nowit's back down where it was. | said, but that

speaks for the quality of your beer, because anyone
will try something the first time, but if they're not
satisfied, they won't try it a second tinme. | think

that's what the marketplace tells us.
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Therefore, under those circunstances, the
public defines what they want and what fast is; and if
clains are made, | would assune that the FTCis on top
of those clains. |'mnot sure that necessarily the
Food and Drug Adm ni stration shoul d define what fast
is or to what or where it is supposed to | ead, whether
it's supposed to lead to total ablation of pain, which
is unlikely with nost nedications that you buy over-
t he-counter, or whether they're satisfied wth the
| evel that people can expect.

These are a few philosophical renmarks
which | hope you won't mnd that | have taken your
time for.

CHAI RMAN PETRI : Thank you. Does the
comm ttee have any questions for Dr. Ehrlich?

Qur next speaker is WIlliam Soller,
Nonprescri ption Drugs Manufacturing Association. Dr.
Sol | er.

DR, SOLLER: Good norning, Dr. Petri,
| adi es and gentl enen. I'"'mDr. Bill Soller, Senior
Vice President, Drector of Science and Technol ogy for
t he Nonprescription Drug Manufacturer's Associ ati on.
W are a 117-year-old trade organi zati on representing
the manufacturers and distributors of nonprescription

medi ci nes.
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By sales, our nenbers represent over 95
percent of the over-the-counter drug marketpl ace, and
our menbers nmarket all the major brand nane and store
brand products.

W're here, and | say we because these are
comments fromour internal anal gesic task group which
is menbered by those conpani es manufacturing the major
brand name and store brand products -- W're here to
provide an OIC perspective on the claim fast and
conparative cl ai ns.

W make a distinction between fast and
faster, because often fast, we've found in our
di scussions, gets confused with the termfaster. So
| guess at the start, we would recomend that as you
get to your discussions that you distinguish between
the two. W prefer, and there are probably other
terms for it, but to nmake that distinction by saying
conparative clains, distinguishing themfromfast.

Alittle bit of background: Onset -- we
know when it happens, but it's hard to describe this
from a scientific standpoint. For example, here a
type of pain -- which of the at |east eight types of
OIC pain are we tal king about? How does the intensity
of initial pain affect the perception of onset, and

how do the various anal gesics, the single ingredients,
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t he conbi nations, differ mechanistically?

VWhat are the inplications of timng of
dose for the initial pain and then for subsequent
dosing intervals? Then, of course, individual
variability on perception of pain, the ability to
wi t hst and pai n, expectations of relief and the ability
to distinguish between onset of first observable
relief and conplete relief? And this doesn't bring in
other concurrent conditions that are non-pain
conditions, as well as biopharmaceutics consi derations
interns of a -20/+25 percent area under the curve and
C-max rule for generic and brand nanes.

So this is a very conplex issue,
particularly in thinking on howto translate this into
a rational regulatory context. And though conpl ex,
FDA has precedent in how to handle the claimfast on
| abel i ng.

FDA's OTC review defined broad reaching
OTC policy on what FDA regulates in | abeling, on the
definition of effectiveness which is foundation to
this policy, and how fast should be considered in OIC
| abeling; and while you're here to talk about the
science of pain relief onset, it's inportant to
consi der t he pot enti al practical, regul atory

application of this discussion.
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Soalittle bit of background: | know the
menbers of the Nonprescription Drug Advisory Commttee
are very famliar with the OIC review, but for those
that haven't had a chance to consider this, this
review started in 1972, and it covers the fast
majority of OICs on the marketplace and many OIC
anal gesi cs, aspirin, acetam nophen, by way of exanple.

It's a public review and coment process.
It was set up to address the safety and effectiveness
of all OTC ingredients that are not covered under New
Drug Applications, a three-tiered process starting
wi th a proposed nonograph that is essentially a panel
report very simlar to this panel. It's published for
review and comment, and then FDA issues a tentative
final nonograph, its overwite of the panel report,
going into another review and coment period to
ultimately a final nonograph.

For OIC anal gesics, we are not yet at this
final nonograph stage. But ny point here is that the
OTC revi ew has been the source of nmajor OIC policies
affecting how OICs are nmarketed today.

So let's ook at FDA's OIC policy on fast,
and here there are four points that I want to nake.
The first is that FDA does not set standards for all

OrC | abel i ng.
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Now st eppi ng back for a nonent, the Food,
Drug and Cosnetic Act gives FDA the authority to set
standards in |abeling, on the one hand, and then to
ensure that OIC labeling is truthful and not
m sl eading. As FDA has set forth the standards, it
has set also forth two principal objectives for the
OTC review that relate to allowable ingredients and
al l owabl e 1 abeling; but in stating this and in setting
up these principles, FDA has said on nore than one

occasion through these published Federal Reqgister

docunents that docunent the policy and the OTC review,
that FDA has not determned that it's practical -- or
FDA has determned that it is not practical in terns
of time, resources and other considerations to set
standards for all labeling found in drug products.
These are OTC drug products.

Accordi ngly, OTC drug nonographs regul ate
only labeling related in a significant way to the safe
and effective use of the covered products by the
| ayper son. "Il return to this, but again FDA set
standards for |abeling on statement of identity, on
uses, on directions, on warnings, on listing of active
and inactive ingredients now since 1997 in the new
law, but there are other allowable clains, other

clains that are on the | abel for which FDA does not
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set standards per this policy.

Now as to the standard of effectiveness --
and this is a citation from the general provisions
setting up the OTC review found in Code of Federa
Regul ations -- effectiveness neans a reasonable
expectation that in a significant proportion of the
target popul ation the pharmacol ogi cal effect of the
drug when used under adequate directions for use and
war ni ngs agai nst unsafe use wll provide clinically
significant relief of the type clained, and that the
thesis to renenber here is that it is a reasonable
expectation, and it's a significant proportion of the
popul ati on.

This definition -- Well, | should say this
is not 100 percent here, and again focusing on
reasonabl e expectation, because this definition is the
basis for FDA's policy that all OICs should work in a
reasonabl e period of tinme. Here it's stated from one
of several nonographs that could be | ooked at.

In this case it's the nonograph for
dandruff, psoriasis and seborrheic dermatitis, but
al so you could I ook at anti hi stam nes, decongestants,
ingredients for oral disconfort where FDA states, as
with all OIrC drugs, they, whichever ones you're

tal ki ng about, are expected to achieve their intended
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results within a reasonabl e period of tine.

| think this links well wth the comments
that you've heard fromDr. Ehrlich earlier. Nowhere
has FDA in its OIC revi ew naki ng defined a reasonabl e
period of tinme in quantitative terns.

So the fourth point on the policy is that
FDA's policy hinges on whether the claim fast is
related in a significant way to the safe and effective
use by | aypersons. Here, as FDA and conpani es have
broached this policy over the |l ast 20-25 years in the
OTC review, FDA has repeatedly stated that the
specific period of tinme wthin which, in this case,
anti hi stam nes achieve these results is not related in
a significant way to the safe and effective use of the
pr oduct .

So as a result, FDA has determ ned that
the claim fast does not signal any property that is
inportant to safe and effective use of OIC drugs
Therefore, it's not wthin the scope of the OIC
revi ew. That's a term of art, regulatory art, but
what that neans is it's not a part of required
| abel ing, renenbering that you can have nonrequired
| abeling as long as it's truthful and not m sl eadi ng
el sewhere.

So that, even if a claimis outside the
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review, it still nust be truthful and not m sl eading
under the FDC Act, and there's one occasion that |'m
famliar with in the many docunents that cover the OIC
review, and that's the topical antifungal where clains
on fast were nmade, but the |abeling states that you
need to take this product for curing athlete's foot
for two to four weeks before you get a full effect
and, therefore, that claimwas m sleading. FDA nade
a statenent, and essentially that claimis not nade
for those category of products.

So in applying FDA's policy, there are two
basis principles. Does the claimsignificantly affect
safe and effective use of the product by the consuner,
and is the claimmsleading, all in the context that
OICs are expected to achieve their intended results in
a reasonable period of tinme, and that effectiveness is
a reasonabl e expectation of relief.

So here we have exanples of orc
i ngredients where FDA has placed fast outside the
scope of required | abel i ng for t he nasal
decongestants, for congestion, stuffy nose and the
anti hi stam nes, runny nose, sneezing, anti-dandruff,
anti-psoriasis, anti-seb dermatitis, for itching.

W would maintain that for OIC internal

anal gesics, as we | ook at headache, nenstrual aches,
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aches and pains, that they fall wthin the sane
conceptual realmand, therefore, should not be a part
of required | abeling but, obviously, allowed the claim
fast outside the scope of that OIC review, and | would
just ask that you recall sone of the comments fromDr.
Ehrlich that fit this policy very well.

Dr. Ehrlich also nentioned the FTC. This
is a mtter of admnistrative law as well as
i npl ementing regulations, but this is an interesting
gquote fromthe OIC review of the topical antifungal
TFM tentative final nonograph, where the agency, FDA,
agrees with a reply comment from a conpany that FTC
has the primary responsibility for regulating OIC drug
advertising and recommends that concerns about
trut hful ness of advertising clains or inplications be
referred to the FTC

The FTC has an established structure for
addressing clainms not required in |labeling, and ny
point here is that the claim fast is not wthout
regul atory oversi ght.

So in summary, fast as a claim for
i nternal anal gesics should remai n outside the scope of
the FTC review. By that, we nmean not be in required
| abeling. 1t does not significantly affect safe and

effective use of an OIC anal gesic. They are intended
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to work in a reasonable period of tinme, and
remenbering that anal gesic effectiveness is defined as
a reasonabl e expectation of pain relief.

We believe that that is conveyed by the
statement, fast pain relief. Fast is a qualitative
term should not be defined quantitatively in
| abel i ng.

Finally, unlike fast, faster is a
conparative claim W think that shoul d be handl ed on
a data driven, case by case basis. W also think it's
very difficult, and we don't envy you the job of
trying to generalize the scope and nature of a
conparative analgesic claim in the absence of
i ngredi ent specific data.

In any case, we do not support rigid
nunerical criteria for faster, given the wide variety
of factors that affect onset of pain that | went into
earlier, and then the difficulty of taking that
conplexity of onset of claimand trying to translate
that into a practical regulatory context.

| thank you for your tine.

CHAI RVAN PETRI:  Thank you, Dr. Soller.
| wonder if | mght ask Dr. Wintraub is he could
respond to the commttee about what is outside or

i nside the regul ation.
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DR VEEI NTRAUB: The mai n point we want you
to consider today is the issue of how we're going to
define fast and how we're going to study it.

This is a critical question, whether it's
inside the review or outside the OIC revi ew, whether
it's inside anal gesics or outside analgesics, if you
will. It's across-cutting concept. That's the point
| was trying to nmake before.

So while Dr. Soller's coments are very
hel pful and very inportant, they really are one
person's interpretation of the regulations. As you
saw, internal analgesics were not in the sane
category. He had themin a box underneat h.

W are going to -- | think the commttee's
job, in a sense, is to do your thinking wthout being
encunbered by regqgul ations. We'll worry about the
regul ati ons. Dr. Soller wll worry about the
regul ations, but what we're asking for from the
committee is a free wheeling discussion of the issue
of fast, and we will take care of the rest.

CHAI RMVAN PETRI : Thank you. Are there
ot her participants for the open public hearing? |If
so, if you could please go to the m crophone and
identify yourself. Seeing none, we'll nove on.

Today there i s an obvi ous divi si on bet ween
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the norning and the afternoon. The norning session is
going to be on fast onset of pain relief for
prescription and nonprescription oral anal gesics, and
"1l turn this over to Dr. Weintraub.

DR. VEI NTRAUB: Dr. Laska, do you have a
presentation? Actually, | would prefer that Dr. Laska
present his stuff, and also Dr. Max's presentations as
wel | .

DR.  LASKA: This talk actually works
ei ther upside down or backwards.

Good norning, |adies and gentlenen. The
i ssue of characterizing onset, both its neasurenent
issues and the analysis of the resulting data, is
indeed a vexing one and an inportant one in many
ar eas.

One of the areas |'ve al so done sonme work
in, in the psychiatric field, deals wth pain presence
where the issue of the rapidity of effectiveness in
treatment can nmake a difference in a life or death
si tuation. So despite the regulatory issues, the
clinical and scientific issues remain of rather great
magni t ude.

In the thinking that went into the notions
of characterizing onset, | want to acknow edge ny

col | eagues, Carole Siegel and Al Sunshine, who have
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been intimte di scussants about what nakes sense and
what doesn't, and their contributions are reflected in
t hese slides.

First, what's, in nmy view, not a good
thing to do: That is, it's not a good idea to base
estimates of the onset of effectiveness of the
treatnment in terns of nean effects that are collected
at fixed time points over tine.

You will recall that the conditional
analgesic trial is conprised of a bunch of observation
points in tinme, usually 15 mnutes, 30 mnutes, an
hour and a hour thereafter, and patients are asked
about the effect |evel, how nmuch relief they've gotten
at each of those tine points.

These two hypot hetical curves, treatnment
A and B, at the 30 mnute tinme point you can see that
the nean relief score of treatnent B is higher than
the nean relief score of treatnment A and yet if E
defi nes sone onset event, then the treatnent A has an
earlier onset than treatnent B. So at least it's
theoretically possible that one can draw the wong
inference by looking at, in effect, sizes at fixed
time points.

| nst ead, begi nning in about 1991 or '92,

a clinical paradigm was adopted wdely in the
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anal gesic research clinical trials world which was
based on the use of a stopwatch. Patients were given
a stopwatch and asked to click it at the tinme they
experienced sone kind of clinical event that needs to
be defi ned.

There are at |east two that have been used
fairly wdely. One is perceptible relief, and the
ot her neaningful relief. So on a relief scale from
zero to 100, a patient is asked to keep in mnd the
concept of, let's say, neaningful relief, to click the
wat ch when that occurs.

No definition, although sone verba
characterizations of what neaningful relief is about,
are given. So we cannot say neaningful relief wll
occur when you have received, let's say, 30 percent
i nprovenent over baseline.

Simlarly, perceptible relief, not easily
defined, but the notion being when sone kind of an
effect is felt, please click the stopwatch. In an
i nnovation introduced by Rudy Wdmark, two st opwat ches
are sonetinmes given. The patient is asked to click
the watch when perceptible relief occurs, and then
click it again a second tinme when neaningful relief
has occurred.

In the figure you see that t he
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intersection of the level of pain or relief, let's say
perceptible relief -- the intersection point with the
effect curve is the tinme at which perceptible relief
occurs or the tinme to nmeaningful relief. Those two
concepts, the tines, are the basis for analysis of
where onset is all about.

Clearly, athird concept, conplete relief,
menti oned by previous speakers, plays a whole here,
too, and it could be inportant to know when the tine
to conplete relief occurs, if indeed there is conplete
relief.

So the data that is collected in a
clinical trial where estimating onset is concerned --
the data consists of a bunch of tine points at which
t hese events have occurred, and for sone patients, of
course, the event has not occurred.

VWhat are the paraneters that can be used
to characterize this onset? One inportant one that is
debatable as to whether it's a measurable onset but
which enters, clearly, conceptually is the probability
of having onset. Clearly, in clinical trials of
anal gesics, as the severity of the pain increases, the
probability of having onset decreases.

The i ssue of what is the tinme to onset for

those patients who have onset is a clear and

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.
(202) 234-4433 WASHINGTON, D.C. 20005-3701 (202) 234-4433




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

28
under st andabl e characteri zati on of the onset curve.

So s(t) -- please don't get tied up in the
not at i on. s(t) is just sinply the probability
distribution of tinme to onset anong those individuals
who do get onset.

The third paraneter, if you wll, of
characterizing onset is the entire distribution. It's
the total set of tines in which patients get onset.
That's denoted by h(t) at the bottom That describes
the same thing that s(t) describes, the tinmes to
onset, plus the tines at which patients no | onger are
in the trial, the ones who were censored because of
trial end or because of other events.

The first goal is to estimate these
paraneters so that one can report both to clinicians
and patients what those probabilities are and what
those tine distributions are.

Moving to the conparative claimissue, the
gquestion of whether one drug is faster than another
really is a little nore conplex than the sinple
English language statement that underpins the
guestion. One issue is are the probabilities of onset
t he same across treatnents?

Clearly, these probabilities will depend

on the nature of the pain and the severity and perhaps
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ot her issues. So the conplexities that Dr. Soller
mentioned obtain here as well, but wthin a single
degree of pain relief and wthin a single etiology the
question of whether the probability of onset is the
sane for all treatnents is clear.

A second issue, the conditional question:
For those patients who do receive onset, what is the
distribution function of tinme to onset, and are they
equal across treatnments? These two hypot heses and a
third, the unconditional one, taking all of the data
into account, represent the candidates that people
have | ooked at in the field, that people have used to
answer the question about the conparative rapidity of
onset .

The difficult issues on choosing on which
measures to use, perceptible pain, nmeaningful relief
and so on, are mrrored in the difficulties that have

-- that the data collection challenge brings out, and

that is the two -- the center box in the mddle of
this foil, and that is patients don't always stay to
t he end.

They drop out of the trial because of
insufficient relief or for other reasons, and for
those people it's difficult to know whet her they woul d

have gotten onset if they had stayed in the trial or
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if they would have been a nonresponder, had they
|asted wuntil the end of the pharnmacologically
meani ngful tinme that onset could have possibly
occurred.

So any statistical analysis that is
derived and used on these data has to take this into
account .

That takes us to the traditional ways in
which censored observation analyses take place,
sonet hing that derives fromearly work by Kaplan and
Meier using estimates of the survival distribution,
whi ch here neans the probability of onset. In the
upper foil this hypothetical Kaplan-Meier estimate of
the tine to onset shows that half the patients receive
onset by about 140 mnutes, two hours and sone
m nutes. Roughly 47 percent of the patients ever go
on to get onset.

So in this top estimte of the onset
curve, we have a characterization of the onset tine
whi ch takes into account all subjects, including those
who never get onset.

A second way to think about it, the
conditional way | described earlier, is described in
the bottom curve, bottom Kapl an- Mei er curve. Her e

it's the sanme hypothetical data that's in the top
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curve, but the analysis is restricted only to those
i ndi vi dual s who on to get onset.

Here the nedian tine to onset, the tine
corresponding to that red line, is about 50 m nutes.
So the data is the sane, but the interpretation
changes. Anong those individuals who get onset, the
onset tine, the nedian tine to onset, is about 50
m nutes. In the whol e popul ati on nedian onset tine is
around 140 mnutes, and the difference in those two is
conceptual ly clear, but needs to be taken into account
when cl ains are presented or nade.

Wiy is this inportant from a clinical
point of view? There are nmany, nmany reasons,
obviously. Here is one sinple illustration of again
a hypothetical curve which describes as tine goes on
the conditional probability of getting onset, given
the patient hasn't had it yet.

So down at the baseline period, there's
sonme probability that the patient won't get onset,
represented by 1 - b. Let's say it's 80 percent,
probability of .8, that the patient wll not get
onset. So it's a drug that nostly works.

As time goes on, that probability of not
getting onset increases, and it approaches about half

at about an hour and a half in this hypothetical
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curve. So it would nake sense that, as tine gets
closer and closer, let's say, to two hours, it would

be a time to recognize that the chance of having no

onset is very high. Maybe it's tinme to consider
remedi cation, increasing the dose or sone other
strat egy.

These kinds of treatment curves, these
kinds of guidelines for treatnent, cone out of
know edge about what the distribution of onset tine is
and the chance of having onset, and whether or not
they apply to regulatory issues is not as relative as
the potential benefits that know ng these paraneter
val ues coul d have.

Thank you.

DR VEINTRAUB: GCene, if you could wait at
t he podi um naybe for sone questions or comments.

| want to nake a simlar statenent to the
one | nmade yesterday. | hope the FDA representatives
will junp in here and ask questions as well as the
commttee, because this is -- As | said, this is a
different field for many of us. W're trying to
| earn, and so sone people may have questi ons.

CHAIRVAN PETRI: 1'd like to echo that we
wel cone audi ence participation as well. Dr. Liang

DR. LIANG Just a couple of questions.
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Is it known or can you give us any information on the
trajectory of response curves for placebos in
anal gesic trials?

DR LASKA: Yes. The issue of placebo is
a fascinating one, both here and in any present trials
where the sanme kind of anal yses have -- have done the
sanme Kkinds of analyses. Pl acebo response rates,
general ly speaking, not surprisingly, are very nuch
lower. That is, the probability of getting onset is
very much | ower from pl acebo.

That turns out not to be a difficult thing
to pick up. But conditional on getting onset, placebo
response rates are very rapid. It should be no
surprise, therefore, that a drug will not show itself
to be faster than placebo, given that you only | ook at
t hose patients who have gotten onset, the conditional
time to the effect.

When t he unconditional analysis is done,
pl acebo | ooks terrible, because of all those people
who never get a response tine. So nedi an response
time may be at the end of the trial, but for those
patients who get response very rapidly.

Even though it's not quite relevant to the
onset story, interestingly, there have been peopl e who

have argued that the onset tines of nobst drugs that
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work are roughly the sanme, and what appears to be
differences in onset tine are really differences in
the probability of getting onset. That's been noticed
in psychiatry trials.

DR. LIANG Could | just do another one?

CHAl RMAN PETRI :  Yes.

DR LIANG This is sonmewhat rel ated, and
| know this is probably not applicable to OICs, but
is the rate of onset neasured at what you want to
relate it to the likelihood of habituation or
addi ction?

DR. LASKA: | don't have information on
t hat questi on.

DR. LI ANG Then, finally, it makes a
difference, | think, whether the rater is naive to the
anal gesic or has seen it again in ternms of, you know,
the second and the third points, in terns of their
expect ati ons. s that changed by -- Has that been
st udi ed?

DR LASKA: In a sense, it's been studi ed.
Rudy Wdmark has nmade a considerabl e contribution by
arguing that the value of that first stopwatch for
perceptible pain clicking is that it is a signal to
the patient, pay attention, as is things |like the size

of the watch. Pay attention; you're starting to get
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relief now

For the second click, there is sone kind
of a confirmation that the first click was real. Pain
was really starting to go away. Also, it nmay nake the
second click nore val uabl e, because it has highlighted
this expectation phenonenon.

CHAI RVAN PETRI: Dr. Sinon?

DR. SIMON. | was wondering if you could
hel p ne. Does chronic pain have the sane comon
response than acute pain?

DR. LASKA: | have not | ooked at studies
in which that issue has arisen. So | can't help you.

DR SIMON.  But mght you specul ate that,
given the fact that nost of us who treat patients with
arthritis who have pain have a remarkably significant
and sust ai nabl e pl acebo response rate in the sensation
of pain or at |east what they report as pain -- | was
wondering if you could speculate as to what perhaps
the differences mght be if there isn't such a
sust ai nabl e placebo response rate in the onset of
relief fromacute pain?

DR. LASKA: | suppose | could specul ate,
but | think 1'd rather let you.

DR SI MON: Cee, thanks.

DR. MAX: Most of our work at NIDR is
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studying <chronic pain, and we've reviewed the
literature, and there just hasn't been the kind of
met hodol ogi cal attention to onset that's been applied
to these acute surgical st udi es. I nmean,
theoretically, Gene pointed out to ne that, if you're
doing a six week study of neuropathic pain or
arthritis, you could apply the sane net hodol ogy; but
| don't know if anybody has done it.

CHAl RVAN PETRI:  You m ght have to have a
stopwatch that went for days, though. | have a
guesti on.

You commented that one of the nost
i nportant questions for consuners is when should a
patient take a different drug, but in our background
reading it was pointed out that the drug | evels may be
varying quite a | ot between individuals.

So perhaps the question should be when
should the patient take a second dose of the sane
drug?

DR. LASKA: Absolutely. That was one of
the intentions of that kind of analysis, and there is
data that supports this notion about poor blood |Ievels
tends to inply poor response rates. So it may be true
that, if you had waited, the blood | evels woul d have

gotten high enough. The response woul d have happened
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whet her or not you take the second drug.

Renmenber, these kinds of curves are
popul ati on based curves. They're not for individuals,
and they are based on only clinical data, not
| aboratory values. So if that were to be a serious --
and it is in some corners serious research, the
connection of serumlevels to event effect |levels --
one could answer the question with nore clarity and
certainty.

From strictly the clinical data, the
response data, these curves tell you what's going on
with regard to the likelihood of getting an effect if
you haven't had one until now, and | think they are
gui dance that are useful to have.

CHAI RVAN PETRI : But in ternms of a
consuner, shouldn't the consumer know if there's great
variability in drug levels with a product?

DR. LASKA: | think you have to ask
M chael that.

CHAI RVMAN PETRI: Dr. Liang?

DR LASKA: |I'msorry. Ken.

CHAI RVAN PETRI : Gh, |'m sorry. Dr.
Wei ntraub, would you like to -- Dr. Brandt?

DR. BRANDT: Another question related to

t he pl acebo response, and you nentioned the rapidity
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of the placebo response: Is there any relation
between the rapidity of onset of the placebo response

and the duration of the placebo response?

DR. LASKA: | don't know. That's a very
interesting question. The duration -- 1'll give you
my subjective response -- in the studies |I've | ooked

at is very short, but whether or not it's related to
how fast the individual patient gets onset, |'m not
sure; but as a general principle it's very short,
particularly in the nore severe pain.

CHAI RMAN PETRI: Dr. Koda- Ki nbl e.

DR.  KODA- KI MBLE: How does the natural
history of pain fit into this nodel? | nean, if you
have a pain that is self-limting, how do you work
that in?

DR. LASKA: The traditional analyses in
clinical trials are done on, for exanple, dental pain
where, in a sense, the painis getting worse after the
anesthetic wears off, and perhaps in other pains it's
going the other direction, the further away you are
fromthe insult. But these nethods have nothing to do
with onset. They have to do with the general -- these
questions that you are raising have to do with the
general question of how you do clinical trials in

anal gesi cs.
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For anal gesics, we essentially ignore the
natural history of the pain. There is sone event.
Treatnent is given, and if the |evel of severity of
the pain is high enough to require intervention and
then we follow that patient. So there is really no
difference in the onset story than there is for any
ot her effect cal cul ation.

CHAI RVMAN PETRI: Dr. Liang?

DR. LI ANG Any data on intra-rater --
inter-rater reliability of this stopwatch?

DR. LASKA: Well, the good news here is
that the patient is the rater. So the answer is, no,
we don't have any inter-rater reliability.

DR LIANG [|I'msorry?

DR LASKA: Well, it's the patient who is
doi ng the rating.

DR LIANG | understand, but suppose you
had the sanme noxi ous stinmulus, sanme nedicine, and you
had repeated it a week later. Wuld they --

CHAI RMVAN PETRI : Dr. Liang is going to
take out a second tooth for reproducibility.

DR, LASKA: Yes. There are clinical
trials, as you know, that are done where there's a
crossover one week. For one treatnment, the patient --

DR. LIANG Yes, but I "mlooking for a
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nunber --

DR. LASKA: Yes, | understand. There is
no i nformation.

DR. LIANG Onh, that's striking.

DR LASKA: Well, you know, there's other
things. There is evidence that these nethods work,
and the evidence is based on doses that show
i ncreasing onset time and treatnent study appear to be
faster than others, which are consistent wth
phar macoki neti c consi derati ons.

So fromthe big picture, you can separate
drugs and you can show the "dose response tines."
Whet her or not patients are able to replicate this
phenonenon woul d be a question even if you did that
study, for the sinple reason pain varies so nuch, the
setting varies and a whol e host of other things.

|'mnot sure what -- It's certainly worth
doing, if sonmeone were to sponsor it, but it isn't a
high priority fromus or the pharnmaceutical conpanies.

CHAI RVAN PETRI: Dr. Fernandez- Madri d.

DR, FERNANDEZ- MADRI D: To follow up the
sanme question, how reproducible are the first click
and the second click in the sane patients on different
occasi ons?

DR. LASKA: |"ve only |ooked at a few
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trials wwth this data. So | really can't give you a
| earned coment, but from discussions wth Rudy
Wdmark, there are patients who will click within
seconds. The first click is followed i medi ately by
the second, which kind of maybe inplies that the
patients were asleep at an earlier tine point or
weren't paying attention.

There are other trials where it never --
the second click never occurs. So that may be that
the first click was an accident. So consistency of
this kind is highly variable. 1t depends on the trial
and the severity of the drugs -- or the effectiveness
of the drugs, severity of the pain and so on.

| assune that was your question.

CHAI RVAN PETRI: Could Dr. Wdmark al so
respond? Dr. Wdmark? Wuld you mnd comng to the
m cr ophone.

DR. WDMARK: W did not have data that
woul d reveal the reproducibility in the sane patient
to the sanme drug.

There are nodels out there where it could
be done, like dysnenorrhea trials where the patient
takes the same drug at the sanme tinme period several
times. So it could be done, but we have no data at

this time.
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DR LASKA: | would also |ike to say that
there are many who feel that a perceptible relief is
not a very inportant neasure, because it really only
signal s sone event has started. Now it's tinme for
this drug to start worKking.

VWhat's inmportant, sone say, is the tine
that the patient says now |l'mreally getting relief.
This can be characterized as neaningful and
significant. From one of Dr. Soller's slides, the
word significant was used.

The concept here on how this thing is
wor ki ng tends to have nore -- many clinicians feel,
nmore clinical sense than when it's just this little
perception occurs. So maybe the point about how t hese
two are related is not that critical

CHAIRVAN PETRI: Dr. Tilley.

DR TILLEY: I1'ma little concerned then,
given what you showed us, first of all, those two
curves that showed the difference in tine to onset,
whet her you put in the people that didn't respond at
all and the curves where you had just the people that
di d have onset.

| guess |I'mconcerned tal king about fast
than by itself. | nean, it seenms to nme, given what

you said about placebo, that if we just tal k about
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onset tinme alone, we could be saying a |lot of drugs
are faster when they're |like placebo.

DR. LASKA: Right.

DR TILLEY: So | guess what |'mwondering
about is, you know, the advantage to the old fashi oned
way was that you conbined those two pieces of
information together. The di sadvantage was you didn't
know in the patients who actually did respond when
t hat onset tine was.

So | guess |I'd just |ike your thoughts
about this kind of, you know, problem here, because |
woul d hate to see fast, you know, in your approach
reported wthout the acconpanying percentage of
patients that had onset.

DR LASKA: Well, | strongly believe that,
first, because Barbara is a statistician. The
analysis isn't really just confined to patients who
respond. The censored patients cone into it as well.
So it's a nore conplicated statistical process --
condi tion.

DR TILLEY: But still, could you envision
a situation where the placebo would still | ook better
and have a small nunber of responders?

DR LASKA: No, | don't think that's

likely to happen, but | think the other is liable to
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happen. That is, a patient population that does not
respond and there's a large fraction who don't
respond, but of those that do, you get fast response.

You can nmeke that look like it's a slow
responding drug by looking at the entire analysis;
that is, without conditioning on the responders. So
you can be badly m sl ed about what's going on. That
is a possibility.

CHAI RVAN PETRI:  The back m crophone.

MEMBER OF THE AUDI ENCE: CGood norning. M
nane is Dr. Nick Holford. [I'ma visiting professor of
clinical pharmacology at the Center for Drug
Devel opnment Sci ence, Georgetown University.

My corments relate to Dr. Laska's tal k and
to the cooments that the panel have nmade so far.
believe that the concept of the probability of onset
is inmportant, and | think you ve very correctly
poi nted out the problem of censoring and how that
occurs. However, your remarks and those of the panel
have suggested that you've inconpletely described the
conponents that lead to pain relief.

They' ve been touched on, but 1'Il just
enphasi ze what | see themto be. First of all, the
progress of the disease, the pain course, tinme course

itself. 1 think that has to be considered when
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interpreting any pain relief.

Secondly, there is the response to the
pl acebo. You've nentioned that, but | believe you
said you essentially 1ignored it, although not
conpletely, in your formal analysis.

Thirdly, there is the drug itself, and
there's a vast science about pharnmacokinetics and
phar macodynam cs that allows the science of the drug
to be put into that as well.

So there are three conponents to the
nodel , the di sease, the placebo and the drug itself.
| believe that in this situation where you're trying
to resolve a small signal in the presence of a |ot of
noi se, and trying to understand the basis for that
signal, that those three conponents have to be
consi dered sinul taneously.

| believe, Dr. Laska, you' re aware of
Schei ner's approaches to nodeling just these kinds of
probl ens, and indeed the nodel that he uses includes
those three conponents. | would ask the commttee to
be aware of that, if they're not already, and that
there are approaches that do bring science of what we
know about drugs and how they work into understanding
t hese problens, and not sinply treating it as a bl ack

box in which the patient clicks a stopwatch, and
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trying to interpret basically everything from the
st opwat ch cli cks.

CHAI RVAN  PETRI : My | ask you to
el aborate on this, because the conmttee is not aware
of these other nodels. Can you tell us why it would
be different, better, what the [imtations m ght be,
of anot her nodel ?

MEMBER OF THE AUDI ENCE: Vell, it's
certainly conplex. They are relatively conpl ex nodel s
statistically and, | would say, structurally, in terns
of their pharmacokinetic/dynam c conponents and the
pl acebo response and di sease conponent responses, that
t he net hodol ogy i nvol ves nonli near regression, m xed
effect nodeling, and the use of these probability
distributions in that analysis. So --

CHAI RVAN PETRI: Wuld it be based on the
sane sort of stopwatch technique? |Is what happens to
the patient the sane, and it's just the statistical
nmodel ing that's different?

MEMBER OF THE AUDI ENCE: Wl |, let nme nake
it quite clear. There's a big difference in ny mnd
between an analysis technique and a nethod of
measurenent. Stopwatch is a nmethod of neasurenent,
and as are other neasures of pain relief or the change

frombaseline is a pain score.
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So there's a nethod of nmeasurenent. What
' m talking about, and | believe what Dr. Laska is
tal king about, are nethods of analysis of those
nmeasurenents, and the nmethods I'mreferring to can be
applied to both kinds of neasurenents, whether that be
time to sone event or whether that be sone score of
pain relief or pain score at sone point in tine.

CHAl RVAN PETRI: | wonder if soneone coul d
hel p ne, and define this different formof analysis.
Dr. Laska, could you --

DR, LASKA: Lou Scheiner has witten
extensively on this topic, and just recently in a

statisti cal j our nal , Jour nal of the Anerican

Statistical Association, describing these nodels very,

very technically. They are an advance, and they are
a major contribution, but one should not |ose sight of
the issue of the sinplicity of looking at clinica
out conme data and analyzing it wi thout the use of nore
el aborate nodels, which have a purpose, which are
useful but which are addressing sonetines other
I Ssues.

In particular, Lou has a very, very
carefully constructed nodel for |inking blood Ievels
and effect size to try and determ ne what other

bi ol ogi cal factors go into nmaking that outcone occur,
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and then describing the paraneters that drive the
system trying to identify which are the inportant
ones and when events occur.

Now here we're into a very different
setting, one that involves clinical care where the
avai lability of blood level and fixed observation
poi nts does not cone into play.

Al so, Dr. Scheiner has not really focused
attention on the onset story as nuch as he has on
effect size, and I'msure his nodels can be adopted to
make use of those, and it would be a wel cone addition
to the scientific literature. | think, however, from
t he perspective of |ooking at how to characterize the
events, sinplicity is called for.

The conpl exity of the clinical setting and
whet her or not sonething conpares to placebo in one
direction or another has to be considered, but if we
throw up our hands and say it's too conplex to | ook
at, we get nowhere. |If one stays wthin sonme kind of
severity level and sone disease entities that are
delimted, | think these generalizations are valid.

CHAI RVAN PETRI: Dr. Sinon?

DR SIMON. | realize you may not be able
to answer this, but perhaps you can shed sone |ight so

that | can begin to grapple with it.
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' ve al ways been chal |l enged by trying to
figure out how OIC analgesics work, what their
bi ol ogi cal nmechani sm of action. | was wondering if
you had |ooked at the effect of opiates as an
analgesic in this particular nodel and determ ned a
different response systemthan you mght find with the
OrIGCs.

As has been suggested, is it nore conpl ex
than just blood | evel and availability, but is it also
t he actual biol ogi cal nechani smof action that defines
this kind of nodeling in this manner?

DR. LASKA: Regrettably, | can't answer,
but I can tell you that in Dr. Sunshine's early
experience with using the stopwatch after we had
proposed it, it was with a narcotic. The question was
are you getting -- or sonme version of -- are you
beginning to feel any pain relief. Before the nurse
observer walked out of the room the patient was
rai sing her hand.

So onset times, certainly, are different
when the opioids are studied. Wether the biol ogical
mechanismis different is not easy to tell.

CHAI RVAN PETRI: I n our reading there was
al so the suggestion that, if the analgesic is also a

sedative, it mght affect the accuracy of the

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.
(202) 234-4433 WASHINGTON, D.C. 20005-3701 (202) 234-4433




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

50

stopwatch technique. |Is that an issue?

DR LASKA: There is no question that you
have other phenonmenon conme into play. In the
anti depressant world, sedation nakes the drug | ook
like it's an anti depressant when it maybe just takes
the edge off. So you've got to look at what it is
you're trying to nmeasure, and other effects can cone
into play.

CHAI RVAN PETRI: |If | could ask a question
about how we're defining the different periods. W
have onset and neaningful relief. Then there was
conplete response. | was trying to put nyself in the
position of a patient with a stopwatch.

How does the patient know when there's
conplete relief, because it mght get better. Doesn't
t he patient know when the relief is wearing off, and
woul dn't that be a better way if you' re going to have
a three-stopwatch?

DR LASKA: R ght. W have not -- | don't
bel i eve anybody has | ooked at a stopwatch neasure of
conplete relief. The second stopwatch in nost
people's use of this are for duration, neasures of
of fset. \When does the patient feel -- is no |onger
getting adequate relief fromthe treatnent, and the

watch is clicked.
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Then there's a whol e ' not her set of issues
and analysis saying how can you neasure duration
unl ess you' ve had onset. That's a topic for another
day, but in ny judgnent, that's correct. One should
| ook at sonme neasure of early time phenonenon,
probably neaningful relief, and sone neasure of no
| onger working, and those two characterize what's
goi ng on

CHAI RMAN PETRI: Dr. Sinon.

DR SIMON.  Just to extend one nore thing
about the issue of sedative or the sedative effects.
If you -- In a pain nodel |like this, and if you took
a drug that would be considered a nuscl e rel axant or
in sonme situations is an antidepressant but is used as
a pain reliever in ankylosing spondylitis or an acute
pain -- mnuscle pain syndrones, do they give you the
sane kind of dose response response curves?

DR. LASKA: No experience of those.

CHAl RVAN PETRI:  Dr. Kent Johnson and then
Dr. Fernandez- Madri d.

MEMBER OF THE AUDI ENCE: One quick
gquestion of information, and then | have a question
for both you and the fellow from Geor get own.

| s the nost persuasive, clean nodel for

pai n dental extractions, in your m nd?
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DR. LASKA: It's a clean one.

MEMBER OF THE AUDI ENCE: And those are
al ways done in the setting of an anesthetic that's
wearing off?

CHAl RVAN PETRI @ Your answers will have to
be at the m crophone. Please, let's switch back on.

DR LASKA: Yes, to both those questions.

MEMBER OF THE AUDI ENCE: Vell, that
strikes ne as an obvious sort of confounder. That,
obviously -- I"'msure it is addressed, but may still
not be adequately be teased out here. But it strikes
me that what you have is a theory -- | nean, you have
a nodel, and it's a nodel that can be proposed as a
t heory, and one would hope that -- and the sane is
clearly true for Scheiner's work.

Then in the setting of sequential
random zed trials and drug devel opnent or sonething
li ke that, you would do a study, and you -- and the
study fails, but you generate another hypothesis. You
then test that hypothesis.

Wien |'ve tal ked to the nodeling people in
the Scheiner group, that always strikes me as the
chal | enge, you know. If this approach is so
effective, predict what would be the best trial, and

then do the trial, and the trial -- if the trial is
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dramatically successful, then you've sort of
corroborated your nodel

| think the sanme is probably true here.
| don't know if there are scenarios where, from your
perceptions of these things, you could predict that,
you know, phenonenon X woul d occur and then actually
test it. If it does, then you' ve got support, and
ot herwi se you don't.

CHAI RVAN PETRI:  If | could ask a foll ow
up question about these other nodeling techniques. |
assune they just include --

DR LASKA: Can | respond to this
gent | eman?

CHAI RVAN PETRI:  Yes, please.

DR. LASKA: | did nention earlier -- By
the way, the word cl eanest trial doesn't necessarily
mean best or one without difficulty, but |I did nention
before that one sees dose response, hi gher
probabilities of onset for higher doses, earlier onset
times for higher doses. Also, one sees differences
anong treatnents where one woul d expect to have early
onset tinmes because bl ood | evels occur earlier.

These are corroborating, supportive
validation that these nodels work to distinguish and

to give valid priners
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CHAI RMAN PETRI : | wanted to ask again
about Dr. Scheiner's work, because |I'm not aware of
it. It includes other confounding variables in the
statistical analyses, such as sex, race, age,
educati on?

DR. LASKA: Alnost all of these kinds of
nodel s have the ability to include whatever you want,
and one of the dangers of the Scheiner type nodel is
you include too nmuch. You put in so many paraneters
that you have the potential for overfitting the data,
and every nodel wll fit the data.

Lou is a very fine scientist, and he is
acutely aware of these issues, but that potential for
i ncludi ng those kinds of effects are surely present,
and they are here, too. | just gave the sinple
ver si on.

CHAI RVAN PETRI: Dr. Fernandez- Madri d.

DR, FERNANDEZ- MADRI D: | have a concern
about the validity of the nmeasurenents, and | would
like to hear a nore critical discussion of the
validity of the nmeasurenent than | am able to nake.

Wen we do an experinent and the
experinment is done by an external observer, we | ook at
the reproducibility. W ook at the interpreter

variability, a variety of things to validate the
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met hod.

In this case, the observation is nmade by
the patient, and the patient is influenced by many
factors, by expectations, by sedation, by nedications,
by variability in the disease and so forth. So |
really would like to see how reproduci ble are these
two clicks, because this has bearing on the data.

|f the data that you put in the nodel is
fuzzy -- it is not a point, but it is a zone -- then
the results would be different.

DR. LASKA: |I'msure you'll hear as the
nmorning wears on clinicians give you a better response
than 1'mable to give, but I would say that whatever
your concerns are for this method, they should be |ess
than the concerns for the general traditional clinical
trial in anal gesics where the patient is asked, tel

me if your painis mld, noderate or severe.

Her e, you have a guantitative
under standi ng of what the neasure is. It's atinme to
an event. We all understand that this event took

place in 20 mnutes or 40 mnutes or two hours, but
t he other one where we assign a 2 to the value of
noderate, here we start getting into a little bit of
things to worry about in terns of reproducibility and

meani ngf ul ness.
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| think here you're on nore solid ground.

CHAl RMAN  PETRI : Question from the
audi ence, and al ways pl ease identify yourself.

MEMBER OF THE AUDI ENCE: Yes. | ' m Paul
Desjardins. |'mthe Associate Dean at University of
Medi cine and Dentistry, and I"'mcurrently the head of
the Pain and Anal gesi a Section of the ASCPT, Society
of Cdinical Pharnmacol ogy and Therapeuti cs.

The gauntlet was thrown to the scientists
to participate at the ASCPT and to nunerous
i nvestigators about six years ago to determ ne whet her
we could come up with a nore valid, nore reproducible
and quantitative neasures of assessing onset of
anal gesi a.

What you are seeing today is an evol ution.
The first set of data of trials which has really been
conducted in the past three or four years has shed
sone |ight. These are questions which can be
answer ed.

there are nunerous ot her questions about
whet her the nethods are generalizable across all types
of pain. There is a fairly large body of data,
M chael, | believe, which you receive at FDA
especially in dental pain, but not only in dental

pai n, in headache, in dysnenorrhea.
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One of the things which | think that the
work has done in the fast four or five years, Cene, is
that we've standardized how we've asked these
guestions, and we do have data on the reproducibility
and even better data on the validity when we've gone
back and asked patients who confident were they about
pressi ng those stopwat ches.

They give us, on a zero to ten scale,
nunbers of seven to eight in terns of | was fairly
certain that | had pain relief; and on the meani ngful
relief scale, they're really at the other end of the
scale. They talk about 80 and 90 percent certainty
that they really had relief when they stopped that
second stopwat ch.

These -- Again, it is a very broad set of
questions, and I'mconfident fromthe data that | have
seen that these are questions which can be answered
wi th data, not by specul ation, not by guesses as to
which is a single best neasure, but by going out and
testing hypot heses.

The agency has provi ded sonme guidelines to
drug devel opnent peopl e who have wi shed to have sone
of those onset clains, and they've asked for specific
data. The difficulty and one of the challenges for

sone of us as scientists is that we don't see the
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broad data fromall the investigators.

You have an interesting opportunity at the
agency which many of us as the scientists who do the
study do not have, but again | would argue that we do
have a panel as well at the ASCPT, the Analgesic
Quidelines Commttee, who has in the past been willing
to help develop specific guidelines to assist the
agency in making sone of its decision.

Again | would offer the assistance of the
Anal gesi ¢ Guidelines Commttee, of which A Sunshine
is the Chair, in assisting the commttee in draw ng
sonme of these conclusions, based on sone of the data
which is avail able. Thank you.

CHAl RMVAN PETRI:  Dr. Max.

DR MAX: 1'd like to make a few comments.
First of all, 1've |ooked at several dozen studies in
dental pain, other surgical pain, and headache,
several other conditions. GCenerally, the one aspect
of validity is the outconmes with the stopwatch for
meani ngful relief agrees wth the results of the neans
except that it gets directly at individual responses.

So if you're interested in seeing what
proportion of patients wll respond or putting on the
| abel how soon you shoul d take nedicine, the stopwatch

techni que gets at this directly, and the neans can't
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do it.

| agree with Paul that there has not been
a large neta analysis looking at -- or a | arge study
of the validity, and many, many studies of that could
be done.

Secondly point: There's a publication in
the binder that -- where he found in one study that
the perceptible relief is much less discrimnating
bet ween drug and pl acebo than neaningful relief. |
think that's the general -- You know, just about every
study that 1've | ooked at and nost of the people |
know have | ooked at has that result.

| nmean, it's easy to get perceptible
relief with placebo, but as you raise the bar, you get
a greater separation between drug and pl acebo. So
perhaps in conditions that are hard to relieve and get
conplete relief, it becones harder, but perceptible
isn't so good.

Third coment is: How about the word
meani ngful relief? 1'"min a group with psychol ogi sts
who have | ooked at pain words, and they get a little
uneasy With the word nmeani ngful, because the tradition
is to look at pain intensity and have a whol e set of
words describing intensity and pain affect and, you

know, have words describing how unpleasant or
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m ser abl e.

Meani ngf ul cones from a non-psychol ogi st ,
and it doesn't fit into that framework. So that --
You know, a lot of people don't like it for that. |
prefer to use words -- We're already asking patients
is relief no relief, slight relief, mnor relief or
sone relief, a lot of relief or conplete relief, and
you want to use the sane words you're using to
activate a stopwatch and give the patient |ess of a
burden and have a nuch greater anmount of data to
support it.

So | have a preference for that. However
you know, neani ngful has worked. Now | don't think
it's a huge issue whether you use neani ngful or pain
hal f gone or sone relief for the stopwatch

Then the point cones, what are you going
to make -- what about clains of fast? | think it's
very tricky if you just say define a drug as fast or
not fast. There are going to be a lot of people
scream ng, because they will think it's unfair if they
just mss it or they get it.

One concern is that nodels vary. So pain
-- the time of onset of pain relief can vary
tremendously with placebo response or how fast the

drug gets in, the patient's fed or fasted state, the
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nature of the procedure.

For that, oral surgery -- If the FDA
wanted to establish a baseline, a gold standard, a
model , oral surgery has the advantage that -- Steve
Cooper wote a chapter in 1991 show ng that the ora
surgery nodel has the |east placebo response of the
comonl y used surgi cal nodels.

It's done so often that people technically
can get it to wrk simlarly. So the results are nore
likely to be conparable, and we could figure out how
to make it conparabl e.

You could say the conditions should be
that they are fasted with a certain anmount of dental
trauma, et cetera, and you can't get t hat
st andardi zation with other nodels. So | think it
m ght be wse, if one wanted to set up criteria, to
pick a nodel |ike oral surgery wth certain
conditions, say that you need two studies to do it,
and you need a conparative; because even within the
oral surgery nodel, the placebo response can vary
sonet i nes.

| f you just take onset within 30 m nutes
to be fast, that will vary from study to study. I
think you need a standard such as if you wanted to

take the Nuprin or some standard for each drug that
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you had to conpare it against, and you had it be
faster than a standard by ten mnutes or sone
arbitrary thing that you think is meaningful. That

woul d be the way to do it.

Finally, |  would suggest that the
consuners can absorb actual nunbers. So if you
actually put the data -- say this is 15 mnutes after,

20 mnutes after, 30 mnutes after, than standard
Nuprin, they could interpret it, and it would be nore
incentive to keep getting better, rather than have one
criteria -- you need to beat a standard by ten m nutes
or nore, and it doesn't matter -- you know, once you
made it, you stopped | ooking.

Finally, | just want to -- Those are the
comments | wanted to nmake. There's one question that
Dr. Sinon had about the -- It was really -- He said
t he dose response for pain relief wwth a sedative.

| think it's going to conme up all day.
The dose response of placebo pain relief has really
not been studied. There's a real concern that | have
t hat when patients get side effects fromthe nedicine,
pain relief is so suggestible that | observed in our
chronic pain studies people -- and there are acute
pain studies, too -- people do say they have pain

relief with sedati ve effects.
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We did one study where we | ooked at the
dose response, and it seenmed there was just a
threshold with a slight side effect. They got a
certain anount of additional pain relief, and the nore
side effects they had, there was no additional
increase, but this is a very interesting question. It
needs to be exam ned in 20 studies, not one study.

It's a real issue with the new wave of
anal gesics comng on. There is a danger of approving
a drug that really has no specific pain relief action,
just because it has sedative effects or sone other
percepti ble effects. So that raises the issue of
active placebos and a lot of other things that, |

think, this afternoon m ght be pertinent for chronic

pai n.

CHAI RVAN PETRI : O her conment s? Dr.
Br andt .

DR BRANDT: Question that relates to what
you were just saying, Mtchell. Is there a

correlation between side effects from a placebo and
efficacy from pl acebo?

DR MAX: Well, in that study that we did,
which was actually a single dose study of a nunber of
drugs in post-herpetic neural gia, yes, in the placebo

group the patients who got a placebo who reported any
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side effects had three times as much pain relief as
t he placebo people who thought it was just a sugar
pill.

CHAI RVAN PETRI : O her conment s? Dr.
Wei nt raub?

DR. VI NTRAUB: Mtchell, you nentioned
that the individual patient responses can be neasured
by the technique that Dr. Laska has discussed. [|I'm
wondering if both of you could offer your feelings,
just how you're going to integrate the placebo into
the individual patient responses and how you're going
to -- how one would deal with the individual patient
responses; because, you know, that's sonmething we're
very interested in at the agency.

DR MAX: If you require as your baseline
for a claim a conparison wth, say, standard
| buprofen, if it's a fast |buprofen product, you
factor out the placebo response. Then | think the
amount of placebo response in a study may still affect
the outconme, nmade it nore effective and sonewhat | ess.
So that's --

CHAl RVAN PETRI : |'"'m going to rem nd
everybody to identify yourself before you give your
response. Dr. Laska.

DR. LASKA: Laska. |''m not sure that |
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agree with Mtchell, who | wusually agree with, on
factoring out the placebo response. | think onset
time is like any other kind of nmeasure. One has a
measure for an individual.

Now the question is what is -- how to
conpare it to sonething else and wunder what
ci rcunstances does that make sense. Many believe that
the effect of a drug is the sum of placebo response
plus the little bit the drug adds on top of that.
That's a nodel that may or may not be true.

In the onset tine, the onset is the tine
that's observed. Factoring out sonme fraction of that
onset time by subtracting the nean onset tine for
patients who get placebo may or may not nake sense.

It's inportant to conpare the onset tine
of a drug to a conparative that's nmeaningful. In the
pl acebo case, as | nentioned in the talk, it's
unfortunately the case that the placebo has very rapid
onset, and it is not a condemmation of a drug in terns
of its onset tine if it fails to beat placebo, using
t he conditional neasure as for those people who get
t he response; but | think you would have to demand
that the placebo -- that the probability of response
were sonewhat superior to the placebo probability

response or else there's no claimthat's possible, in
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nmy Vview.

CHAI RVAN PETRI : But we have a basic
problem don't we? The placebo response needs to be
st udi ed.

DR. LASKA: And it is included in al nost
every trial that's done in the anal gesic world, but ny
only remark here is that failure to beat placebo in
terms of onset tine, particularly conditional on
patients that get onset, doesn't teach you anything
about the drug being ineffective; because you don't
have to wait for serumlevels to occur in that placebo
response probably.

CHAIRVAN PETRI: Dr. Tilley.

DR TILLEY: Yes. | guess that's what |
was probably ineffectively trying to ask earlier,
because it seens to ne that, if we define then faster
sinmply in terns of onset time that naybe that isn't
the -- Maybe we're not asking the right question. |
mean nmaybe our question is a broader question that
includes both the probability of response and the
onset tine.

So we're being inpreci se when we just tal k

about -- when we nmake those two synonynous.
DR. LASKA: Well, | think you're raising
acritical point. It is what is the neasure, what is
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the way to characterize onset? |If you look at all
patients, what | call the unconditional analysis, you
will reach the conclusion that the onset time of
pl acebo is very slow, because, for exanple, the nedian
onset time is six hours. It's at the end of the
trial, but that's because nost of those patients never
r esponded.

So both are ways to characterize the drug,
and they're both valid. Just one other point before
you do your foll ow up

It's sinple to i magi ne exanpl es where you
t each nonsense when you give just the conditional --

DR. TI LLEY: Ch, | wouldn't -- 1'm not
advocating that at all. No, no. | nean, | think that
your conditional approach is a much better estinate of
what the true onset tine is. |'msaying that, given
that we nmeasure it your way, that | think we're being
i npreci se perhaps to call that -- to just say faster
only neani ng fast al one.

In other words, | think w thout |ooking at
the two pieces of it, the probability of onset and
what you're nmeasuring which is the best estimate of
the onset tinme, and saying that the best estimte of
the onset tinme is faster, we could be msleading

our sel ves.
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DR. LASKA: If you give the values in
terms of these conditional situations, then the tine
to onset 1is much shorter. It's a greater
representation of the truth. The illustration is two
drugs, one of which works in five percent of the
patients, but it works in five mnutes. That's a very
fast acting drug.

| f you do the unconditional analysis, it
| ooks |i ke everybody responds --

DR TILLEY; Yes. |'mnot advocating the
uncondi tional analysis. | guess all |I'madvocating is
that, when we use the term nol ogy, that we | ook at
both pieces, the probability response and --

DR.  VEI NTRAUB: Dr. Tilley, can | say
sonet hi ng. Actually, Dr. Soller this norning
separated out faster as a conparative claim W're
dealing with fast, at |east --

DR.  TI LLEY: Yes. | think I'm tal king
about faster.

DR VEINTRAUB: Right. The other thing is
that -- Well, 1'll let it go.

CHAI RVAN PETRI: Dr. Yocum and then Dr.
Si non.

DR. YOCUM Being new to this conmttee

and ny first neeting, |I'm sonmewhat awed at this
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di scussion, because dealing a lot wth pain is a
mul ti-factorial issue, and are we going to have
Sseparate neetings then on intensity of pain and
duration of pain and nunber of inprovenents?

It seens with the placebo response, fast
seens to be a very difficult thing to put a finger on,
and it seens |like pain is really a nmultifactorial
Dr. Tilley has been trying to get at it, | think

Sitting here, it seens that dealing with
pain, while how fast it comes is inportant and in
certain situations that's inmportant, but | think nost
of my patients talk about the intensity of the pain
relief, the duration of the pain relief, to cone up
W th a conposite score.

So that listening to this placebo response
rate and that it's faster, gee, | think we should al
just get OTC drugs that are placebo. It seens like it
woul d be the greatest thing in the world.

So | guess, when the discussion started,
| thought, oh, yeah, we should be able to neasure
fast, but in fact, listening to the placebo stuff, I'm
not sure where we're going with this or whether we're
going to be able to answer the question. But maybe
"' m being very naive. | don't know.

CHAI RVMAN PETRI:  Dr. Weintraub wanted to
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respond. Dr. Hyde.

DR. HYDE: Well, | mean, this discussion
is really being notivated by proposed clains and
al ready advertised clains concerning the speed of
onset, you know, in a variety of areas, not just
anal gesi cs, but analgesics is confronting this, too.
| mean, sponsors are interested in, you know, if they
do have a better product, how can they, you know, get
t hat recogni zed.

You know, they're doing studies to conpare
t hensel ves to other. Wat recognition are we going to
give to that? Do we recognize that as sonething
clinically neaningful that we -- or do we just dismss
that? | nmean, we have to confront when we get these
data what are we going to say about it? Wat wll our
position be on it?

DR. YOCUM So we can't stop people from
putting in -- It seens like we can't really define
fast, but does that nean we can't stop people from
tal ki ng about how fast things happen?

CHAI RVAN PETRI: | think Dr. Laska wanted
to respond, and then Dr. Sinon.

DR LASKA: Dr. Yocum | think you haven't
characteri zed properly the conclusions that | hope the

commttee can reach fromthe di scussion, and probably
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the difficulty of some of these concepts or the |ack
of clarity of the presentation.

Pl acebo is a good thing to use, if you are
one of the ones who it works for. Unfortunately, it
doesn't work for nost people. So | wouldn't recognize
that as the OTC drug of choice, and | think the
presentation is neant to argue that you can define
what fast nmeans and what faster neans.

The issue is where to draw the 1ine,
whet her fast is sonmething that one would have to
characterize as being beating sonething else or
whet her one would have to characterize it as having
sone properties at |east as good as or at |east as
fast as.

The debate is on the nuances, not about
whet her it's doabl e.

DR, YOCUM But it would seem then you
would need to elimnate the placebo response
responders in your studies. Oherw se, you --

DR LASKA: No. No. Placebo response is
a real phenonenon. Patients who receive placebos
respond, sone of them and when they do, they tend to
respond rapidly. That's a fact. It doesn't change
the issue associated with the fact that there is nore

patients who respond to an active drug, and when they
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respond there's a whole distribution over tinme as to
when that takes pl ace.

CHAI RMAN PETRI: Dr. Sinon.

DR SIMON.  Perhaps Dr. Wintraub can help
me with ny naivete, based on ny academ c rather than
commer ci al backgr ound.

I'"'ma little troubled by the pejorative
gquestion of fast or faster as opposed to how the
evi dence m ght be seen. |If we can do sonething that's
measurabl e with an inadequate instrunment, but it's the
better instrunent that we have now conpared to what we
had previously, whenever that instrunment conmes up,
that m ght even be better two years fromnow, but if
we can neasure sonething and we present that evidence
wi thin any docunent, advertising or whatever, it seens
tome this is really not a question of safety.

It's not a question of real efficacy. It
works. It's pain relief. Question of speed of onset
is inplied in a pejorative manner by saying fast or
faster wth a stanp of approval.

Since these are OIC products and since
patients -- this is really a commercial question of
one being better than another in a way that's
i nadequately neasured based on the technol ogy, but

it's the best technology we have, why do this?
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DR VEINTRAUB: | believe that fast is an
aspect of efficacy. The onset of pain relief in this
case, were it bronchodilation or anything you can
name, sonetinmes has an inportant effect, and part of
the whol e response to an analgesic is the speed with
whi ch you get -- you may be able to get a response.

Now | know Dr. Tilley is going to say
again we should be taking in how many people take it,
but it is an aspect of efficacy. Dr. Yocum we are
al ready neasuring other -- the integrative things that
your patients are telling you. W are already doing
that, but we're just now concentrating on that initial
part of the curve, so that we can neasure fast and
meani ngful relief.

DR. YOCUM | presune maybe |'m getting
educat ed here.

CHAl RMAN  PETRI : Dr.  Yocum pl ease
remenber to identify yourself.

DR YOCUM |'msorry. Yocum -- that we
m ght have a statenment then that drug X shown to
inprove pain in X percentage of patients in X m nutes
conpared to placebo, if we're going to -- but it seens
like we're going to have to include placebo. Am |
wr ong?

CHAl RVAN PETRI:  Wel |, perhaps not if the
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pl acebo was a very snmall anount of the effect. Dr.
Tilley?

DR TILLEY: | guess I'mstill wondering,
along with Dr. Sinon, why we have to use the word
fast. Wiy can't we do, as CGene suggests, which is say
X percent of the patients had an onset of pain relief,
and others who had an onset of pain relief, it was in
X amount of time; and get away fromfast or faster?

CHAl RVAN PETRI:  Let nme ask Ms. Mal one as
our consuner representative, what wll the consuner
under st and?

M5. MALONE: Well, | think, when they see
fast or faster, they think, oh, good. You know, I|ike
this is what I'mlooking for. You know, | don't want
this pain anynore. So | think the termreally is an
advertising and a selling point, and | think people
ook at it probably in the range of like 15 mnutes to
a half hour, you know, |ike no |onger than that, when
they see the term fast.

CHAI RVAN PETRI: Dr. Weintraub

DR VEI NTRAUB: The main reason why we're
| ooking at it is because of just what M. Ml one just
said. If we don't look at it that way -- let's say if
we nmake it mnutes or report it in mnutes, then you

have the unfortunate -- or | believe to be unfortunate
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slicing of the salam ever thinner, you know, until
that slice is really thin.

What do | nean? Seventeen mnutes, 16
m nutes, 15 mnutes. In the next trial will cone 13
m nutes, and we'll be fighting that battle over and
over again, but the conditions won't be the sane. The
patient population will not be the sane. The disease
wll not be the sane. Fortunately, the drug will --
the drugs may or may not be the sane.

So, you know, we're |ooking at many
different aspects, and we're tal king about maki ng ever
narrower cuts, and we're faced with that issue right
now. | could ask Dr. Katz to el aborate on that, but
-- you know, because there are sone things in the OIC
real mwhere we're facing that right now

W're also facing it in things |Iike
m gr ai ne headache relief nedications, which are said
to be an hour and a half or a half-hour, and already
they're starting to cut. Look, sone things start to
wor k before the drug has a chance to dissol ve.

CHAI RMAN PETRI: Dr. Call ahan.

DR, CALLAHAN: Do you have different
definitions of fast based on the disease or is it just
one definition of fast?

CHAI RMAN PETRI: That's going to be our
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topic. Dr. Max.

DR MAX: (One issue is, however you set up
the criteria, conpanies are going to try to manipul ate
the design of their trials to neet it, and you want to
make sure that the way they manipulate it -- you know,
which is an appropriate thing -- is one that will give
t he consuner neani ngful information.

A problem if you just have a tinme of
onset, like if you say you have to have onset in 30
mnutes to be fast -- Wiat | would do if | had a
conpany would be to take people with the |east pain
possible, with very slight pain, say, having a baby
tooth fall out by itself, and we know then that
anything you give -- you know, whatever drug,
anal gesi ¢ drug you give themw || beat placebo, and it
will be a very spurious exanple, because that isn't
what the consunmer wants to know about. However, if
you require sonme sort of conparative difference saying
you beat the Federal Bureau of Standards | buprofen by
ten mnutes, you can't do that.

If you take very little pain, both active
drugs, a placebo may not be so good agai nst these very
weak pains. It will be alittle bit better against a
weak pain than a strong pain, but if you take the weak

pain and take two active drugs, you'll never separate
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t hem

The way a conpany will try to separate two
active drugs and show you beat your conpetitor is to
try to get lots and lots of pain, because there the
medi ocre drug will fall by the wayside, and the strong
drug wll work. So that's one argunent for doing
conparative rather than an absolute tine.

CHAI RMAN PETRI : Dr. Max, | think the
point you nmade earlier is inportant here, that it
depends on the pain nodel, dental pain, dysnenorrhea
pai n. | think that disease process is going to be
crucial, not just the anount of pain.

Dr. Liang.

DR LIANG This may be a stupid comment,
but why can't you standardi ze the assay system and
make that as part of the m nute.

I'd like to see nunbers rather than
adj ectives nyself, and as long as you told ne what
nodel, | wouldn't care. | nean, that would be a basis
for conparison. Maybe dysnenorrhea is not a great
nodel for RA or whatever, but at least it's some way
to calibrate by way of exanple.

CHAI RMVAN PETRI : Vell, why couldn't we
have an QA nodel ?

DR. LIANG | don't know if people would
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be able to agree, but | don't think it matters, as
| ong as you sort of standardize it.

CHAl RVAN PETRI :  But maybe it does natter.
Maybe sonmething is faster for mgraine than it is for
OA.

DR. LIANG | wunderstand, but you know,
you have -- In two watches you can't tell the tine.
You need to have one assay, and you know, if soneone
who were able to give you yet another nunber for RA
OA or dysnenorrhea, fine; but if you had one assay
system | think the world would be vastly inproved,
frommy point of view

CHAI RMAN PETRI: Dr. Sinon.

DR SIMN. |I'dlike to throwny two cents
in, whatever it's worth, on that particul ar argunent,
because in fact, | think, Mchelle, the point of
having different technologies that then neasure
different kinds of pain and then expressing it in a
gquantitative tinme fashion as a response is the only
way to do this, because of the issues associated with
QA pain which are different than m graine pain, which
are different than inflammtory driven pain, and
because the responses would be entirely different,
based on what the biological reason why the drug

wor ks, that the only way to conpare woul d be to know
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(a) the nodel that it is being used in, and the only
way then to apply any kind of pejorative adjectives
would be to know, in fact, what the exact tine
sequences is to response.

That may actually help with this |ack of
pl acebo understanding as well, since each of those
areas wll have its own placebo response continuum
that would then nodify how you would interpret the
dat a.

CHAI RMAN PETRI:  Dr. Yocum

DR. YOCUM Yocum That would, | think
work well for prescription drugs, because they are
trying to get approved for a certain disease entity.
So there's probably a ot of data on onset of action,
but OIC drugs are ainmed at a whole lots of different
ar eas.

So it seens alnobst inpossible unless
you're to -- you know, the patient pulls down a little

list and downscrolls; let's see, mgraine --

DR. SI MON: This seens even nore
i npossible -- Sinon. This seens even nore inpossible.
CHAI RMAN PETRI : Let me have Dr. Hyde

perhaps rem nd us all about the pain |abeling, which
does nention pain nodels.

DR. HYDE: Well, | have anot her comrent.
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There is sort of a precedent, in a way. Wat we've
done so far for analgesics -- sone of the NSAIDs are
| abeled for analgesia, and sone aren't, and the
criteria we have was basically, you know, an adequate
onset of action, usually separation from placebo by an
hour and an estimated tine of around a half an hour or
so.

So, | nmean, there is sort of -- Thisis --
sonething like this has been in effect for a while, at
least in the prescription analgesic area, and
translate that to anything that goes over the counter
woul d have to be analgesic and have at |east an
adequat e onset of tine.

So, you know, we're talking about now a
nodi fication of this. We've, you know, rigorously
avoi ded putting specific tinmes on that to avoid the
burger wars thing, you know, 17 m nutes, 16 m nutes.
You know, how do we really standardize that.

Wi |l e we do have good nodels, |I'mnot sure
that they are so good that they can, you know, stand
up to -- You know, you can always do another trial and
get it alittle better; and if they aren't, you know,
quite in as nuch pain -- You know, so if we're going
to, you know, give an absolute tine for sonething just

to study this drug and get a tine for it, you know, it
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would require a | evel of standardization |I'm not sure
we're quite prepared to provide yet.

CHAIl RMAN PETRI: Dr. Tong.

DR TONG This is Ted Tong. 1'd like to
add to Dr. Yocumis comment about over-the-counter
medi ci nes. Qur group, | guess, about a year ago
| ooked at mgraine, and we know now in over-the-
counter anal gesic nmedicines there are ingredients in
there that are not exactly in the category of
anal gesics that probably serve to enhance the pain
relief and maybe actually speed it up, and |I'm
t hi nki ng of something that we drink around the table
here, caffeine.

So the other issue then also is, when
we're | ooking at these various nodels, we have to put
it incontext in which the OTCis going to be sel ected
by the patient, and the decision about fastness is
i nfl uenced by ot her things.

CHAl RVAN PETRI:  An excellent point. Dr.
Harris.

DR. HARRI S: Can | ask just for ny own
edification, how precise are these tine neasurenents?
| nmean, if one says 13 mnutes. | guess it depends to
a degree on the size of the population you are

measuring, but if you said 30, could it be a nean tine
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of 13 and could it be 15 or 167

CHAI RMAN PETRI: Can we take the dental
nodel and just give us, you know, the plus/mnus, Dr.
Laska?

DR. LASKA: | think you have to be very
careful about characterizing the tinme event with one
nunber . The nunber that you've described is the
median time of a very big distribution. That neans
that something like, let's say, 10 percent of the
patients get their response in the first 15 mnutes or
what ever, and the last part of that group don't get
their response until two hours.

So this is not like a traditional -- at
| east our experience yet hasn't proven that this is
like the traditional normal distribution theory
situation where you've just translated the tine a
little bit to the left or alittle bit to the right.

So it's not easy to give an answer to the
question, is it 13 mnutes or 14 mnutes. Certainly,
there's no certainty in these observations, regardl ess
of the sanple size, that wll allow you to reach that
concl usi on.

Neverthel ess, | think the idea of telling
sonet hi ng about the properties of the paraneters to

the public is a good one, and it certainly beats the
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-- even though you're in nonstandard situations, you
can give ranges. The nmedian tinme to onset in ten
st udi es ranged between 20 m nutes and 40 m nutes.

Those are the kind of information that
truly teaches what's going on, and if you nake it
di sease specific or etiology specific, there is
information the consuner will get that's val uabl e.

CHAI RVAN PETRI: These distributions are
not Gaussi an?

DR. LASKA: | doubt it. Certainly, they
are not, because CGaussian distributions tend to be,
for exanple, negative or positive. These nunbers are
all positive. Some say they are Wi bel distributions.

DR HARRIS: Could I --

CHAIRVAN PETRI: Dr. Harris

DR. HARRIS: Yes. Sorry. Could I ask a
foll ow-up question. Suppose you did get 20 percent
responders in ten mnutes, and you repeated this again
and then sonebody el se in another study, sane drug.
Wuld it be likely that you could have easily gotten
40 percent responders in five mnutes; in other words,
a conpletely different nunber?

DR. LASKA: | wouldn't say anything that
dramatic, but there's certainly variation from study

to study, for sure, and that's also true in efficacy
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measures. That's the argunent people use to sound
like it's conparative.

Wthin this trial, | can tell you that
drug A beats Drug B. Wthin another trial, different
circunstances, different patients, different severity,
Drug A also beats Drug B, although the anpbunt that it
beats it by is different.

The sanme kind of thing is argued and w ||
go on in this circunstance. The trouble with the
analgesic trials that are based on pain effect |evels
is that | can't really report to you the nmean Spitz
score or the nmean Tochbar score. It just has no
intellectual or clinical sense. It doesn't provide
any information to you, but the tinme to an event does.

Soit's newfor us in the analgesic field.
It's new, Dbecause the neasures have a hunman
understandability. The others are artificial, and the
debate is, well, should we give peopl e these nunbers,
because maybe it's only conparative that neans
anything, versus here's real information on tine to
onset .

My personal vote is give out the
i nformation.

CHAIRVAN PETRI: Dr. Tilley.

DR TILLEY: Also, | just wanted to rem nd
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peopl e that you woul dn't be saying one drug was better
than the other, because there was a difference in a
m nut e. | nmean, you would be using statistical
met hods, just |ike you would be conparing any two
distributions to see if they were differences that
coul d have occurred by chance.

So, you know, it isn't going to help you
to say that your drug is 17 and the other drug is 18,
if there's really no difference that you can show
statistically.

CHAl RMAN PETRI: Dr. Katz.

DR. KATZ: You're probably right in one
sense. However, it's the advertisenent that becones
a problem and that those tinme differences do becone
a source for advertisenent, and it's a source for
clains in comrercials, and everybody who's ever
wat ched commercial TV has seen -- even though they're
not allowed to nake conparative clains, different
conpani es nmaking conparative clains over different
over-the-counter products on the basis of what we
allow in | abels.

So that what we put in the label wth
regard to a claimis critical, because it gives a
source for advertisenent, whether it be true or not

true, and how it can be extended.
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Going along with sone of the discussion
about tinme and what does tine nmean, fast, what does
fast nean, whether we're tal king about -- W need to
go back to look in ternms of a consuner's perspective,
because I'm not sure that a consuner really defines
fast in the same way that we as clinicians may define
fast, that we maybe think that it's nore inportant to
have tinme to onset; whereas a consumer mght think
it's nore inportant to have tinme to relief.

So when we're | abeling sonething as fast
and we're thinking that we're doing soneone a service
by saying, yes, this is fast, because we're thinking
of fast onset, what the consunmer really thenselves
m ght be interested inis tinme to relief, and could
care less if they have a faster onset but it takes
| onger for them to get conplete relief with one
product versus anot her product.

CHAI RVAN PETRI: Dr. Liang first, then Dr.

DR. LIANG This is just a question. |
heard one presenter say that the FTCis the one that
beats up people who use inappropriate |anguage. |Is
that true? You don't actually do that.

DR KATZ: W do not. Once a product goes

over -t he-counter, after the initial | aunch the
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advertisenent is controlled by FTC However, FTC
usually will not go after someone unless what is being
said is really terribly egregious.

So that, unless there are a variety of
conpl aints or they see sonmething that sounds like it's
really terribly egregious, that it remains.

DR LI ANG How do they do it? | nean
how do they do it now specifically on fast or
fastest?

DR. KATZ: Again, if they feel that an
advertisement is really out of line with relation to
the | abeling that they have or what they know about
the product, they will cone back to the FDA to ask us
if there is basis for those clains, and then dependi ng
upon what information we give them determ ne what
action they may or may not take.

DR. LIANG | think that we have so nuch
better use of our tinme and noney than to | ook after
this. | nmean, | don't think the public really gives
a damm about fast, faster, fastest.

CHAl RVAN PETRI : Dr. Liang, let nme have
Ms. Mal one respond. O course, everybody on this
panel is a consunmer of analgesics, but I"'mgoing to
ask Ms. Mal one to respond.

M5. MALONE: COkay. As | said before, |
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think they do take into consideration, when you say
fast. | nmean, it's a catch word, you know

DR. LIANG | think everyone is using it
to the point that it has no neani ng anynore, and this
nmorning i s an exanple of it.

MS. MALONE: It's like what Dr. Ehrlich
said. Fast may get themto initially try it, but if
they're not getting relief, then it, you know, sits in
your nedicine cabinet and, you know, it's there for
ten years and you eventually throw it out, and you'll
try something else. But it does initially get themto
try it, | think.

CHAI RVAN PETRI: Dr. Liang, our charge is
to make it have sone neaning. Dr. Mx.

DR. MAX: There are several -- | tend to
agree with Dr. Liang's suggestion that we give -- if
we give information, we give absol ute nunbers, because
the public can use them intelligently. There are
several types of information, however.

One thing is soneone who takes a pil
wants to know when it's tine to give up on the pill
and take another one. So that's in the conditional
relief that Gene was tal king about.

If you haven't gotten relief by 60

mnutes, you're unlikely to get relief, and those are
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under real world conditions. Peopl e have commonly
eaten, for instance. However, the best -- If you want
to do a horse race, if you want to have a standardi zed
conparison between two drugs, as we said, the nost
efficient way to do it mght be in fasted patients in
the oral surgery nodel, and conmonly conpared to |ike
dysnenorrhea studi es where peopl e have often eaten or
t ensi on headache st udi es.

You see onset for an NSAID of 60 m nutes.
You may see them at 20 mnutes for a rapidly
di ssolving NSAID in oral surgery, but if you put on
the label this gives relief in 20 mnutes, the
consuner who has eaten, who has a cold, who has a sore
throat, etcetera, will be msled and nmay give up on
t he nmedi cine and nay overnedi cate.

So it will be a real tricky issue as to
how you get this informati on or how you address these
two needs w thout confusing the consuner.

CHAI RMAN PETRI: Dr. Sinon.

DR SIMON. At the risk of being redundant
from yesterday, |1'd like to quote Dr. Ehrlich who
suggested that perhaps the neasurable drives out the
i nportant, we have to have that everyday to remnd
oursel ves what's goi ng on.

|'d just like to ask the question, whether

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.
(202) 234-4433 WASHINGTON, D.C. 20005-3701 (202) 234-4433




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

90

it's possible -- Because clearly we want to define
fast and faster, is it possible that we could define
paraneters or regions that one would fall into being
fast versus faster, and that that way we would get
away fromthe problemof specific 16, 15, 14 m nutes,
and that way you have these ranges that one woul d
consider that would fall into that category, so that
we woul d achi eve the needs of the FDA and achi eve the
needs of the commercialization of these products?

DR. VEI NTRAUB: Yes, it is possible. W
asked -- W're going to ask you later this norning,
perhaps after we have a break --

CHAI RVAN PETRI: Really subtle.

DR. VEI NTRAUB: W were going to ask you
to discuss that very issue, because, you see, we want
to integrate practically all the things that have been
said this norning. You know, | would put Linda or
John on the spot and say don't they agree with nost
everything that has been said this norning, and the
answer is yes.

We want to integrate them W want to
conme out with sonmething that is neani ngful and nost
hel pful, both to the consunmer in the over-the-counter
area and to the person who takes a prescription drug

and t he physician who prescribes it.
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CHAI RVAN PETRI: Dr. Fernandez- Madri d.

DR FERNANDEZ- MADRID: | think I was going
to make the sanme notion as Lee did. | think this is,
it seens to ne, very futile to study all these
products to define themin ternms of 17 m nutes or 21
m nutes, five mnutes nore or five mnutes |ess than
anot her one.

So | think defining fast as a range of
responses makes, to ne, much nore sense. In that way,
you would elimnate the rat race of the mnutes, and
per haps you could also elimnate the faster concept,
because | think to produce data with significant
di fference between m nutes doesn't nmake any sense to
ne.

So -- but this would elimnate slow acting
anal gesics that we know take four hours, six hours,
two hours, but it would define the range as fast. It
may suffice to do it.

CHAI RMAN PETRI: Dr. MKinley-Gant.

DR MKI NLEY- GRANT: Lynn MKinl ey-G ant.
Have there been any studies where consuners have
defined what fast is, of people who have the different
-- you know, 1'Il call them over-the-counter pains.
Maybe we should do a study. | nean, just ask people.

| mean, mgraine, they need sonething in five mnutes.
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For dermatol ogy, for itches, you need sonething in one
mnute, but -- | don't know if any studi es have been
done on that.

CHAI RMVAN PETRI : Does anyone have any
know edge about that?

Ckay. Now this mght be a good tine to
take a requested break. We'Ill have a 20 m nute break,
and then reconvene.

(Wher eupon, the foregoing matter went off
the record at 10:00 a.m and went back on the record
at 10:20 a.m)

CHAl RVAN PETRI : Now | promsed Dr.
Blewitt that he could nmake the first comrent after our
br eak.

DR. BLEWTT: It seens a good tinme to do
it, because nobody is here.

| think that doesn't it really get down to
sort of I'lIl knowit when | see it, and it seens to ne
that we've been dealing very much in a data vacuum
t oday.

| don't know howit's possible to nmake any
sort of a judgnent, particularly on conparative
clains, without seeing sone sort of data to -- in
order to wunderstand better how these data were

derived. It's a very conplex issue.
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We've heard today, for instance, that
dental pain is a good nodel for onset studies. Wll,
what does this nean for other types of clains? Wat
if you want to cl ai m headache or dysnenorrhea, and how
do you then state these cl ains?

So it's such a conplicated i ssue, but what
makes it nore conplicated is not really seeing any
data at all. So in a sense, we're dealing in the
abstract. It seenms to ne that, if you take it on a
case by case basis, it's a nmuch easier judgnent to
make, you know, under those conditions.

CHAl RVAN PETRI:  Qbvi ously, your point is
wel | taken, but | think what we've been charged as a
commttee is to take a stab at this. In the w sdom of
the coomttee, there may be sone commobn sense that we
can apply to a situation even wthout any data.

DR BLEWTT: | would nmake anot her point.
Vell, it then becones highly arbitrary. Cbviously, if
you assess any sort of a nunber or even a range of
nunbers, it becones all the nore arbitrary w thout the
dat a.

In addition, | would just say, too, that
if -- For instance, if the agency is |ooking for
nunbers, it probably invites nore problens than if

they didn't have them because then you're -- If you
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say, well, you know, it's X tine, that neans fast,
then you will now have conpani es who say, well, gee,
you know, we're faster than that. So we're going to
say we're fast or faster.

So you know, to try to set sone sort of
standard w thout knowi ng the overall context is very,
very difficult, if not inpossible. So that's why I
say on a case by case judgnent, | think it's better
done that way.

CHAl RVAN PETRI:  Dr. Yocum had a comrent,

but then I"m actually going to ask if we can direct

oursel ves specifically to the questions. | think that
will help to focus the discussion. Dr. Yocum
DR YOCUM | guess prior to the break |

too, was going along the line that Lee had talked
about of naking ranges and defining them | guess, in
relationship to the nost recent comment, was are we
expert enough in pain to define those ranges? Are we
t he people that should be here doing this or defining
t hose ranges, or should you convene an expert panel of
pain people to do that? Naive question again.

CHAI RVAN PETRI : Now we in rheumatol ogy
are experts in pain. W'd like to ask Dr. Koda-Kinbl e
first, because she's been patiently waiting.

DR.  KODA- KI MBLE: | want to go back to
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sonet hing that Mchael said early, and he says, well,
| think that fast is part of efficacy. So | do think
that, when we as a panel -- |'m speaking from a
nonprescription drug perspective, that as a panel
menber it seens to ne that what we need to do is
di stingui sh between acute and chronic, and that we
could say, for exanple, that any drug that shows us
that they are effective for acute pain -- and it seens
to me as part of our efficacy discussion we would be
| ooking at onset in the instance of acute pain --
could, by definition, say they're fast; because it
seenrs to ne, we would not allow a claim for acute
relief of pain if sonmething didn't respond in a
fairly, reasonably fast manner, whatever that is.

CHAI RMAN PETRI : There's that word fast

agai n.

DR. KODA- KI MBLE: There it is. vell, |1
mean, | think that the panel needs to consider that in
its definition of efficacy. It also is sonething that

we need to consider in our definition of safety,
because i f soneone sees a product that has a claimto
be effective for acute pain and they don't get a
response in what they would consider to be a
reasonably quick manner -- and | don't know what the

consunmer or what even the panel would consider fast in
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that case -- they have a potential to overdose on
t hese nedi cati ons.

So it my relate to a claim that 1is
al | oned as opposed to, you know, tying the fast to the
claim

CHAI RVAN PETRI: Dr. Weintraub

DR.  WEI NTRAUB: Dr. Petri, you answered
Dr. Yocumthe way | was going to. This is our expert
panel on pain and on OTC drugs. But nore inportantly,
this, remenber -- | did say, | hope, that this was an
early effort to try and get our hands on pain. It's
going to nove very fast, because of -- That was a bad
choi ce.

It's going to nove -- There's no way to
say that -- with all deliberate speed. It's going to
nove fast, because of so many parts of the agency
bei ng involved in what's fast.

Now t he second thing is, | agree with Dr.
Koda- Kinble. The issue as part of efficacy is not
just the speed -- is not just fast, but it is onset.
What we want to know about a drug is when does it
start, when does it reach peak effect, and when does
it stop or when does the effect start to go away.

| nean, those are three inportant tine

poi nts that everybody has to -- | nean, we teach our
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students in pharmacology that those are three
i nportant things to ask about every drug, and what we
really want to knowis howlong is the plateau at the
top. W'd love to know that as well.

So | see it as predomnantly an efficacy
question, but also as a safety question, and it's not
just for overdosing accidentally or deliberately, but
it's also for a variety of other things that a patient
has to know.

That's why | |ike what Dr. Max said about
giving us individual response data, because a patient
has to know what are their chances for getting a
certain response at a certain tine;, because with that
know edge, arnmed with that know edge, they can nake
good decisions about when they have to repeat the
drug, when they can expect the beginning of the offset
of the drug, etcetera.

So with those things, people can be nuch
better educated, whether it's an Rx prescription or an
OTC prescription. They can be nmuch, nuch better
educat ed about the drug.

CHAI RVAN PETRI: As we nove -- Dr. Ehrlich
first. Then we'll nove to the questions.

DR. EHRLICH. Thank you for giving ne a

chance to rebut M ke.
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| certainly agree with Dr. Wintraub that
peak effect and duration of effect are very inportant
things. Onset is a very conplicated matter, however
| firmMy believe that the onset, as defined by when
you first experience relief, probably is placebo
effect even for the drug, because nost people claim
that they're beginning to see responses before the
drug has even had a chance to absorb.

So | think that that's not a neaningfu
concept -- as neaningful a concept as when you bring
the pain |l evel down to sonme proportion. But | think
what the difference is between prescription and OTC is
who the consuner is.

In prescription drug, the consuner is
really the learned internediary, be it physician,
pharmaci st or whoever, and that person nakes the
decision for the person who is buying the nedication
or for whomthe nedication is prescribed as to what it
is that you're trying to achieve, and you know whet her
you're going to do surgery, so that the pain begins at
afinite time, or whether you' re treating some chronic
pai n where there's constant pain.

On the other hand, for the OIC products
the consuner is the person who is buying it. There is

no learned internmediary in a supermarket. You go and
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you pick sonething up, and it depends on what you're
experi enci ng.

Qoviously, if you have gone to the
dentist, you had an extraction or a filling or
what ever and you think you have pain, you' re going to
take it imedi ately. You know when it started.

Wth headaches, | think all the people
around the table have had headaches or have had
muscul ar pains and so forth, and sonetinmes you' ve j ust
waited and decided it will go away by itself, and then
it continues to rise or it continues to stay, and
you're tired of it. So you decide, well, I"mgoing to
t ake sonet hi ng.

Then you want sone relief. Now !l did an
i nformal survey before | cane down here, not in this
room No, before | came here from Phil adel phia, | did
an informal survey anobngst ny acquai ntances. How do
you define fast? And knowi ng that we were going to be
di scussing this, how do you define fast when you take
sonet hi ng?

| even asked ny wfe. The answer was,
well, I sort of -- wthin a half an hour, 1'd like to
feel better. That's a sonewhat vague definition, but
| think that's the best we can do, and | think that to

m cro manage by giving nunbers to the consuner for OIC
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is probably incorrect.

On the other hand, | don't mnd sone mcro
managenent in nunbers or the like to the |earned
internmediary who can interpret this, Dbecause the
| earned internmediary knows what condition is being
treated and what that person wants to achieve; but
when we take sonething on our own, and all of us are
consuners in those cases before we becone patients,
obvi ously, we've decided that we need sone relief, and
each of us has a different definition of what that
relief is.

| don't think a specific nunber on the
| abel or even where segregation into different
syndronmes is very hel pful under the circunstances.

CHAIRVAN PETRI: |I'mgoing to force us to
move on, and | hope this will be appropriate to sone
of the questions. So you will get a chance.

| may take the chair's prerogative now and
reorder the questions. | actually want us to start
with the second question first, because it's a concept
question. | think, if we don't agree on the concepts,
we're going to have problens |ater on

The question is: Should fast be neasured
clinically in terns of: onset of any effect;

meani ngful or substantial relief; pain half-gone; pain
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conpl etely gone. And 1'd like to add the thing I
brought up this norning. |Is pain relief wearing off,
although I"'mvery willing to redefine that. So when
does the person need to take sonething el se?

We've already had disagreenent this
nmorning. Dr. Max preferred having the many choi ces,
a Laekert type scale. W have a |lot of reading, and
it's been brought up this norning, all these problens
with the onset effect, that that may not be neasured
very accurately doing the two stopwatch techniques.
The problemis conplicated perhaps by placebo effect.

Wiy don't we start with that? ls it
i nportant to measure onset of any effect? WII the
consuner get the information that he or she needs by
sone of these other concepts?

If | could have commttee and audi ence
i nput about onset. Dr. Sinon.

DR.  SI MON: Yes, no, no. Basically, |
think that it's inportant, if we had a nethodol ogy
that could do it. We've already admtted that we
can't, because onset is too difficult to neasure, and
there are too many confoundi ng influences.

So, therefore, yes, it's inportant.
Shoul d we neasure it? No. Should we define it? No,

because until we have better technology and
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met hodol ogi es and until we really understand actually
how t hese things affect pain froma biol ogic point of
view, | don't think it's a doabl e process.

CHAl RMVAN PETRI:  Dr. Max.

DR. MAX: Here we suffer from not having
30 clinical trials in front of us. | think you would
see, if you looked at 30 clinical trials of dental
pain and headache, etcetera, that you can pick up
comon OTC nonsteroidals conpared to placebo or dose
response in terns of the onset of neaningful relief or
a lot of relief or sone relief or pain half-gone.

It's really the nethodology that GCene
outlined is just fine and agrees with the previous
met hodol ogy t hat 15,000 anal gesic clinical trials have
been done, except it provi des addi ti ona
i ndi vidualized response. So --

CHAI RMVAN PETRI : Dr. Sinon's point was
only about this onset, the --

DR. SIMON:. The first, perceptible?

CHAl RMAN PETRI :  Yes.

DR.  SI MON: It's clearly -- 1'm reading
the question as neaning the onset of pain relief.
presume - -

CHAI RVAN PETRI : So we won't discuss

meani ngful pain relief. That's going to be a separate
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DR. LASKA: W'll call it by its nanme
here, perceptible relief. That was confusing in the
di scussion to ne.

CHAI RVAN PETRI : Ckay. In sone of the
literature it was also called onset. So | realize
that these terns don't have necessarily agreed upon
definitions. So perceptible pain relief is on the
table right now W basically need to reach a
comm ttee consensus about whether this is inportant.

Dr. Sinon's point is that it's not easy to
measur e. There are confounding variables, placebo
effect. Oher thoughts?

Let ne ask specifically M. Mal one. l's
onset -- perceptible pain relief onset -- is that
i nportant enough to the consuner that we shoul d keep
this concept, even with these neasurenent problens?

M5. MALONE: | think it's used nore by the
adverti sers. | think, you know, the patient is
obvi ously | ooking for neaningful pain relief, but |
think it's what, you know, you see in advertising, and
it's the onset of any relief or anything going on that
the advertisers claim

You know, they always have the discl osures
down at the bottom you know, where you can't read it,

and they will give the tine. It may vary, etcetera.
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| think a large part of the problemis the semantics,
like we're using all these terns and no one has agreed
-- like you could use fast if everybody had the sane
definition of fast. You know, all of these things
mean different things to different people.

CHAI RVAN PETRI: But | think our problem
here is that fast can be applied to each of these
concepts. So I'd like us to decide first which of
these concepts of pain neasurenent are inportant.
VWhat is inportant to the consuner?

M5. MALONE: But what |I'msaying is that
the consuner has to be aware of what you're talking
about .

CHAl RVAN PETRI: Exactly. W're going to
have to define these so that John Q Citizen
under stands them We're having problems on the
comm ttee understandi ng them

Hearing no other coments, the next
concept, neaningful or substantial relief. Dr.
Ehrlich also redefined this as when does the pain
becone tol erable. I'd like to have commttee
suggestions about the inportance of this and how to
define it for the consunmer. Dr. Max, in the denta
pai n nodel ?

DR. MAX: As | said, the results with
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meani ngful relief, sonme relief, pain half-gone,
generally agree is a robust nmeasure. | actually need
to make a slight retraction.

| said before that Gene and Al's term of
meani ngful m ght be repugnant to sonme psychol ogi sts.
In our group there are three people who devised our
scale, but one of them Patsy MG ath, says she really
i kes nmeaningful. So I think they' re all good.

CHAI RVAN PETRI : Let me ask Dr. McGath
for comments on defining neaningful for patients.
Shall we perhaps have a litany of terns that are
synonynmous w th neani ngful ?

DR MCGRATH Patricia MGath. Mtchel
and | had just talked for a nmoment, and |'m answering
this question froma person who uses OIC products as
well as a person who treats pain patients and
di scharges pain patients when they successfully reach
goal s.

Recogni ze that pain is subjective. It's
fascinating, and this norning has been very exciting
froma pain perspective; but neaningful is really tied
to the individual sufferer. When you discharge a
patient with a particular pain related to a di sease or
health condition, they nake a distinction wth the

t herapi st about what treatnment goals have been
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successful .

It is not always a specific drop in the
pain intensity value. It may be that the quality of
the pain has changed, its aversive conponent, their
ability to manage and be | ess disabled by it.

| think that the person with the pain
problem is the best judge of what is a neaningful
difference in their pain |level, and neani ngful nmay be
a termnol ogy that helps to wash out the variability
in the different kinds of pains that we referred to
this norning; because what is a neaningful reduction
when sonmeone is pulling out ny third nolar is very
different than a neaningful reduction when | have a
headache at the start of a busy work day and know t hat
sonet hing can take the edge off it and | can then nove
forward and the other things of the day will block the
pai n.

So I would like to work nore from a
meani ngful distinction than a particul ar nunber val ue,
and | would also like to link it to sone of the data
and the exciting nodels that we've heard about today.
| don't know if that hel ps.

CHAI RVAN PETRI:  Let ne ask the comm tt ee,
t hough, because |I'mnot sure that every person in one

of these pain studies wll understand what neani ngful
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is. A ready here, we have neaningful or substantial.
Shoul d we have an "or pain has becone tolerable," as
Dr. Ehrlich suggested? Dr. Laska?

DR. LASKA: | don't think is a voting
issue. This is an issue on the judgnent on what has
worked in the past, and there have been many, nmany
trials now for which this neaningful word has been
used, substantiated by research by one of the next
speakers which vitiates the question of whether people
understand it or not.

They may or may not understand what it
means to have noderate pain either, but we go ahead
with these clinical trials, and we do the best we can
expl ai ni ng the concept.

CHAl RVAN PETRI: Wl |, you are advising us
to take out the "or substantial.” You think it should
be "meaningful." That's it?

DR LASKA: | don't think this is a voting
matter. | think it's an issue which wll --

CHAI RVAN PETRI: W're not taking a vote.
We're asking for clarification. Wat we' ve been asked
to discuss is nmeaningful or substantial, and you're
advising that it should just be neaningful.

DR. LASKA: No. "' m advising that

meani ngful has worked very well for the past six or
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seven years. That's all.

CHAI RVAN PETRI:  Audi ence comment at the
m cr ophone?

MEMBER OF THE AUDI ENCE: Yes. Dr.
Desjardins from UVDJ once again. We specifically
asked that question to a group of 60 patients who
conpleted the questionnaire wusing comercially
avai | abl e | buprofen and pl acebo.

None of the 60 patients had difficulty
defining neaningful in their owm terns. W did an exit
interview and said how -- what did this actually nean
to you. For nost of them it's when | didn't have to
concentrate on the pain anynore; | could think about
doi ng sonething else or I could go back to doing ny
readi ng or other activities.

It has not been a challenge for patients
to understand neani ngful. In addition, when we asked
them how confident are you when you stop that
stopwatch that you really had pain relief going on
when that occurred, and you rate that confidence from
zero to ten. The mean score for those 60 patients is
up in the 8.3 or 8.4 range.

So again | wuld echo Dr. MGath's
coments, that patients can define this thensel ves.

To the extent we as clinicians try to define that,
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we're putting the data through another set of filter,
anot her set of eyes.

CHAl RMVAN PETRI:  Dr. Max.

DR MAX: | want to point out that there
are two different aspects of the innovation that Gene
and Al and their coll eagues introduced. One is to hit
a stopwatch to say you had reached a certain
criterion. The other is to use individual techniqgues
instead of neans to analyze things by survival
anal ysi s.

Now many of the trials that |I've | ooked at
have taken the regular interview, say, every 15
mnutes in the first hour, where patients are asked
about pain half-gone, is your relief slight, sone, a
lot, etcetera. So using -- You could use the surviva
anal yses techniques wth those, and they all -- the
terns at the mddle of the scale, half-gone and sone,
and a lot, come out simlar to meaningful did on the
st opwat ch.

Meani ngful -- Gene is absolutely right,
that if you include the stopwatch, which gains a
little bit of additional precision, especially if you
don't have a nurse there every ten mnutes, the only
one that has the track record with the stopwatch

technique is neaningful. | nmean, we can specul ate on
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others, but if you want both of those features of the
i nnovation, you know, | think it's absolutely right.

CHAI RVAN PETRI: At the m crophone?

MEMBER OF THE AUDI ENCE: Al Sunshi ne, New
York. Dr. Johnson raised an interesting question on
the hypothesis that -- of how to neasure onset and
relief, and he pointed out that it should be tested.

VWll, there is a body of data. Probably
the | argest body of data is wwth Mchael Wintraub and
hi s associ ates who have seen this question approached
in many different ways.

There is also data in the literature, and
| agree with Dr. MG ath that the approach or the use
of nmeaningful, which is the nethod that we proposed
and we have used, has the patients interpret for
t hensel ves what is neaningful relief.

W don't -- and | don't think this is the
time to bring in new paraneters. W ought to | ook at
the paranmeters that have been studied. Meaningful --
The word -- The responsive of patients to meani ngful
relief does yield data that's consistent wth PK-PD
determ nations, wth dose response, and fits the
clinical picture.

Perceptible relief -- there's a body of

data, and Paul Desjardins who preceded ne has pointed
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out that this is not as robust neasure as neani ngful
relief. So | think that the conmttee, perhaps with

the help of the FDA in |ooking at blinded material,

could really get -- There is data on this, and it's
not a question of opinion. | think it's a question of
fact.

There's one other point, | think, and I

don't know if it's conme across; but Dr. Tilley and |
spoke about that. Cene's approach as to the first
guestion is: Wat is the probability of response to
a treatnent? And you get a value. Placebo has a 40
percent probability, and active drug has 100 percent.
Then the next question is: If you
respond, what is the tine, the length of tine, it wll
take? Now one thing that hasn't been brought out is
response tinme is dependent on a variety of factors,
but one very inportant one is the disease entity.
Headache, dysnenorrhea, dental pain all
have different response tines. So that there is no --
This idea that there's an absolute tine -- | nean

that's dreamworld. There is no absolute tine, be it

15 or 17.

There are other comments | have, but it
has nothing to do with onset. Perhaps later | can
comment .
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CHAI RVAN PETRI: Ckay. Thank you. Dr.
Sol | er has a comrent.

DR. SOLLER: Yes. | just had sort of a
referencing coment. |"ve been before advisory
commttees where |'ve said, now we're tal king about
the consuner, and rem nded the advisory conmttees
that we're not tal king about patients.

| findit interesting that the orientation
here is that we're tal ki ng about consuners, and | hear
that over and over, and fromthe audi ence |I'm hearing
patients. As you're thinking about the specific
paraneters, | think there are three pieces here.

There's the health professional, which
|'ve yet to hear about. What is that you want as
practitioners, and what do you want to have neasured,
and what do you want to know about the drugs, which
m ght be different than what is translated to the
patient, and mght be quite different. As we break up
fast and faster, we'll be talking about that as it
woul d go to the consuner.

So |l think it is multi-tiered.

CHAl RVAN PETRI:  Thank you. Now the next
two concepts we have on our list are pain half-gone
and pain conpletely gone. So Dr. Sinon?

DR. SIMON:. Because ny question actually
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will relate to that as well, could Dr. MG ath pl ease
explain to ne: In thinking about goals and
establishing responses and neaningful, and it also
relates to this issue as well, there nust be
differences in chronic versus acute pain and how you
t hi nk about neaningful relief and chronic? Yes, no?

DR. MGRATH: Yes, there are, but I
t hought that should wait until this afternoon. | can
cooment. | felt that discussion right now as relating
nore to acute pain.

DR SIMON It is. | just wonder, because
your comrents really resonated with ne, because it's
not clear to ne that you can really do sone of those
things in acute pain syndromes as you can with chronic
pai n syndrones. So, therefore, it seened nore
measurable in the chronic pain syndrones than in
acut e.

DR. McGRATH. | see what you nean.

DR SIMON: So is that correct? | nean,
| don't know.

DR. MCGRATH: | think, yes, for the
conplexity of the different variables that -- the
conplexity of the variables in a chronic pain
condition wth the patient is suffering the

disability, etcetera, | think there are nore vari abl es
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that are considerable and that, therefore, there is
nmore roomfor different kinds of criteria to be used
in deciding when there has been a neaningfu
di fference, a neaningful inprovenent.

Yes, but even in the acute pain situation,
| don't think it's solely intensity. | think other
variables are involved, and so that the sane
di stinction can be made.

CHAI RVAN PETRI : Let nme ask again about
these concepts of pain half-gone, pain conpletely
gone. Those concepts really weren't in our background
readi ng, and they really haven't been brought out this
nmorning. Let ne ask Dr. Hyde, where are they on the
[ist?

DR. HYDE: Well, those are sone other
t hi ngs that have been used in studies in the past.
These are things -- | nean, partly the question is,
you know, what's worked, but they're al so the question
of what nakes sense to you? VWhat is neani ngful
measur enment of an onset or speed of action tine to the
commttee?

So you're putting out things we were
famliar with for you to choose from | mean, one
m ght strike your fancy as being particularly, you

know, appropriate to do. Maybe it's difficult, but |
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mean, we'd like to know what you think is inportant.

CHAI RVAN PETRI : Dr. Callahan, did you
have a comment ?

DR CALLAHAN: No.

CHAI RMAN PETRI: Dr. Laska.

DR LASKA: Dr. Leon has sone information
on this very question, and if he wants to speak, it
woul d be better than ny paraphrasing it; but if he
doesn't -- As | understand what he has found, it is
that in studies where the phrase significant
i nprovenent or neani ngful inprovenent have been used,
post-inquiry has suggested that patients reach that
conclusion that it's significant when their pain is
about hal f - gone.

So it may be we're in the sane ball park.

CHAI RVAN PETRI: Okay. Let ne ask about
the coment | put down. W were asked by several
people, you know, what is neaningful to consuners,
what is neani ngful to physicians.

| think where the physician cones inis we
want durability. | think the patient nust as well.
So when we get to duration, that was the term |
brought up of when the pain relief is wearing off.

So if | could ask Dr. Laska, is that

measured in studies? |Is that a reliabl e neasure?
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DR. LASKA: Maybe Dr. Sunshine wants to
conmment . Yes, it's done very often. The sane
techni que, the two stopwatches, are used, only the
second stopwatch, instead of being used for
perceptible pain -- the first one is wused for
significant or neaningful, the second one for no
| onger neani ngful . That's been very successful as
wel | .

Here again, you say --

CHAl RVAN PETRI : Is the term used, "no
| onger neani ngful "?

DR. LASKA: Dr. Sunshine?

MEMBER OF THE AUDI ENCE: W asked them
tell us when your pain has cone back to its original
level. W don't use just one phrase. The idea is
when t he nedi cati on has stopped working. W try and
| et the patient nmake the decision when they no | onger
-- where they no longer feel the nedication is
wor ki ng, and the | eads we give themis when it's cone
back to its original pain or when they feel the
treatnment is ineffective.

Wth the long acting drugs, we get
meani ngful data. There was a question that sonebody
asked about how | ong does placebo work. We'll | ook

t hat up. | mean, we have the data. W just -- |
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don't have it in ny head, but it is avail able.

CHAIRVAN PETRI: | think this is a very
i nportant comment. l'"d like the commttee to think
about this. 1In the race to be fast, are we going to

shortchange the consunmer or the patient, because
t hi ngs are no | onger durable?

MEMBER OF THE AUDI ENCE: Well, you know,
t hat depends upon the disease entity. In tension
headache, you really want to get fast relief, and then
t he headache is gone, as all of us know, and it's not
a problem That's different with pain of QA or cancer
pain or even the pain of third nolar extraction. You

just don't want it to away. You want it to stay away.

So each disease entity. | don't think
there's a differentiation between -- |'ma physician
-- or the patient. | think the patient -- the

physi ci an speaks for the patient, and the information
is the sanme, should be communicated the same. | don't
see the distinction between consuner, patient and
physician. The data is inportant to all three.

CHAI RVAN PETRI : O course, here we're
t al ki ng about anal gesi cs. The physician is also a
consuner. So, yes, | think that's getting to be the
sanme thing

Dr. Yocunf
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DR YOCUM As pertains to the question of
pain half-gone, | think we have really kind of defined
that trying to put a percentage on it isn't the best.
| think nmeaningful stands. That nay be 50 percent to
sone people. That nmay be 20 percent to sone people.
But | don't |ike the half-gone.

Hearing the di scussion, | think nmeani ngf ul
is the nost -- is the best one.

CHAI RMAN PETRI: Dr. Liang?

DR. LIANG Actually, | just thought of
this. Wat are we doi ng about the young OIC user, you
know, the kid? | don't know if they ever know the
meani ng of meani ngful .

CHAI RVAN PETRI:  Have ki ds been studied in
t hese dental pain nodels? Dr. Max?

DR MAX: Well, why don't | defer to you,
because you do research, Dr. MG ath.

CHAI RVAN PETRI: Dr. MG ath.

DR. M GRATH: | was just going to bring
this up. W have been doing studies for a few years
on acute post-operative pain, which would, | think
fulfill acute pain nodel, and it's been an increasing
concern in pediatric society; because as surgery noves
nmore in nost countries to el ective day surgeries and

anesthetic techni ques involved regional blocks, for
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the first time parents rather than health are
providers are the ones who have to deal with the
child s first breakthrough episode of pain, once
they' re discharged fromthe hospital day surgery unit.

Traditionally, parents are told to use
whatever OIC products they normally use for
t hensel ves, but w thout any gui delines on how to use
those, to tell us they're working and whether they
need to switch to a different product if they' re not
or if the dose was inaccurate.

So |l think this is a big issue, and | was
going to use that as an exanple as a neans of saying
that I think we can't |ose sight of the duration of
meani ngful pai n reduction, and that children can nmake
those distinctions about feeling better, and parents
can help their children to adm nister OIC products,
| think, very safely and very effectively; but at the
present tine, there are not good guideli nes.

| think that needs to be forthcom ng and
not sinply be centralized to areas that happen to have
a pediatric pain clinic where they're putting that
information into their comunity.

DR LI ANG In rheumatoid arthritis, |
think part of our dogma is that kids don't conplain of

pai n.
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CHAI RVAN PETRI:  They stop novi ng.

DR LIANG They stop noving or they |inp,
but they don't say pain. So is that true with other
painful states in children or is it known?

DR. MGRATH: | haven't worked with as
many children with juvenile rheumatoid arthritis.
Certainly, the ones that are referred to our pain
clinic for pain managenent are able to tell us what
hurts, how it hurts, and which interventions are
wor ki ng better.

So | believe that children have the
capability to do that. How wi despread, | really can't
comment on that.

DR MAX. Wth regard to having -- | think
there was a question --

CHAI RVAN PETRI: This is Dr. Max speaki ng.

DR MAX: Dr. Max. |s there nethodol ogy
that children can use to show onset. | believe that
down to what is about five or six years old, kids can
reliable record pain on a category scale. Wen you
get down to five or six, sonetinmes it's people use
faces, five categories of happy or sad faces or
vari ous other categories, but one can just give them
a scale every 15 mnutes or every 10 mnutes, and then

use the survival analysis nethods to cal cul ate onset.
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The question of whether -- | have not seen
publ i shed studi es where children used a stopwatch to
i ndi cate nmeani ngful relief or another criterion, but
that's not a necessary piece of wusing the onset
met hodol ogy that Gene is tal king about.

CHAI RVAN PETRI : Now let ne summarize
where we are at this point. W've sort of whittled
down the list of concepts, and we're left wth
"meani ngful relief" and then "pain cane back to
original level."

Any di ssension at this point? Any other
coments on sort of whittling dowm what we thought
were the inportant points? Dr. Blewtt first.

DR. BLEWTT: Vll, 1 just had one
comment. That is, as you go through these paraneters,
what you're really defining is onset, and not
necessarily fast. Again, | think these are two
different concepts.

These are the paraneters to neasure onset
of pain relief. Whet her that equates with fast or
not, you really don't know So to determ ne what fast
is, | think fast is a qualitative term | think it
deserves a different kind of a | ook.

CHAl RVAN PETRI: W haven't even gotten to

fast. Al I'"'mdoing right nowis just making sure we
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all have a consensus on the concept.

DR. BLEWTT: Well, the question rel ates

to --
CHAI RMAN PETRI: Yes. No, we have --
DR BLEWTT: -- should fast be measured.
CHAI RMAN PETRI : Yes. W have not
finished with question 2. | think there was a conment

from the audi ence.

MEMBER OF THE AUDIENCE: |'mBill Beaver
fromGeorgetown. In relation to the duration that you
were talking about, the duration of effect, that's
usually -- It's usually not nmeasured with a stopwatch
and the current nethod that's nobst commonly used is
for the patient to tell you when the nmedication is no
| onger working, their pain has returned, and they want
-- they feel it's appropriate to take a back-up
medi cati on.

Al'l of these studies we do, of course,
have the option of taking a back-up nedication, and
this has turned out to be a very good index of
duration. W' ve used it in very long acting NSAI Ds,
things like diflunisal and so on. You can use it in
short acting NSAI Ds.

Fur t her nor e, it is clinically very

rel evant, because in fact, that is the judgnment that
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a patient would make, particularly in an outpatient
situation or in an OIC situation. They're the ones
t hat decide, hey, this stuff worked pretty well, but
it sort of pooped out, and now | need sonething nore.
It's that tinme interval that's usually used as the
measure of duration.

CHAI RVAN PETRI : Now this could be
measured with a stopwatch techni que.

MEMBER OF THE AUDI ENCE: The problemis
how nmany stopwatches do you want in play at one tine,
and you get -- particularly, if you re |ooking at
outpatient nodels, you get 1into people getting
confused; whereas, if you have on the patient report
that they're filling out how bad is your pain at these
different points, the point at which they say ny pain
relief has gone or ny pain is now noderate or severe
again, | want to renedicate, and they indicate the
time at which they' ve taken the renedication, but it's
not generally done with yet another stopwatch for
mai nly practical reasons, unless you want to do it
investigationally on an inpatient basis.

CHAI RMAN PETRI: Dr. Laska.

DR. LASKA: | think Dr. Sunshine is the
counter exanple of that. There are people who have

used stopwatches to --
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MEMBER OF THE AUDI ENCE: Ch, it has been
used as a research tool, but nost of the regular
anal gesic studies we're are doing, that stopwatch for
duration is not a part of those studies.

DR LASKA: | think the inportant point is
that duration of offset is an easier thing to neasure
for many reasons. Calling the patient's attention or
the consuner's attention to tell nme when the painis
gone is a vastly different enterprise to the one
that's obvious. |It's back again; here it is; | need
sonme hel p.

So you can walk over to your watch and
| ook at when that happens; whereas, with the stopwatch
there's a psychol ogi cal dinension as well. You better
pay attention, you may not notice when the pain goes
away .

So there's a rationale for Dr. Beaver's
cooments that the stopwatch itself may not be
necessary. | just want to caution, though, that a
di scussion about offset may not be as easily
paralleled as onset, because the analysis issues
becone equal ly | arge.

Just one sinple exanple: Most peopl e
anal yze the tinme of offset and include all subjects in

trial as if they were all equivalent patients, but
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there's a vast difference between a patient who
remedi cates within the first half an hour or 45
m nutes or an hour, because they failed to get relief,
froma patient who gets relief for four hours and then
remedi cat es.

Putting them altogether answers two
different questions. Putting themtogether answers a
m xed question, one that says let's tal k about offset
for those patients who have gotten effect nakes sense.
Mxing themis conplex. | don't think that's the task
of the conmttee, and we should not make the m stake
of thinking they're the trivial issues.

CHAIRVAN PETRI: Now I'd |ike to conbine
part of question 2 now with question 1. This is
getting to Dr. Blewitt's point. Shoul d fast be
measured clinically?

Sol'd like to go around and have peopl e
give their comments on whether it should be neasured,

but then I'"m also going to ask you to tell us how.

Dr. Blewitt, if you could start, and we'll go around.
DR BLEWTT: Well, it's a tough question,
obviously, or we wouldn't be here. But ny -- Again,

my issue is trying to neasure qualitative terns by
gquantitative nethods.

| imagine that there are perhaps market
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research nethods to determ ne what people feel is fast
or not. | don't know that there is a clinical
met hodol ogy that relates to fast.

Now t here are ways in which that you can
denonstrate that one product is faster than another.
So it then becones a relative issue, conparative
i ssue, and that takes you into another dinension, |
think. But in terns of defining fast, | think that
it's such an abstract termand a termof art that |
think it's hard to put any particular value on it. |
think it would be very difficult.

CHAI RMAN PETRI: Dr. Laska.

DR. LASKA: | think where the sane
conundrum of ten happens with edge effects. | think
it's very clear when sonething is not fast, and when
sonething is really fast, that's also clear; but where
you woul d put a break point to tal k about m ddl e range
is difficult.

Wherever you put it, a particular drug
whose nedian tine is a mnute beyond that will have a
legitimate cry that you left me out by a mnute. [|'m
not as fast as that or |'m faster. " m not fast,
because I'moff by a m nute.

| think using a word to characterize a

guantitative event is a bit tricky and difficult and
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maybe not worth doing. But | do think providing
i nformati on on speed of onset, on rapidity of onset,
however defined, does nmake sense, and that's where ny
vot e goes.

CHAl RVAN PETRI: W don't have to use the
word fast. (bviously, we can substitute nunbers. Dr.
Max.

DR MAX: | don't think that fast in
i solation should be a criterion that the FDA should
get into, for the reasons that | said, that if you
define -- that it's easy to manipulate a clinica
trial to mnimze the anount of pain and nake the
onset faster or maxim ze the placebo effect, |eading
to very poor scientific quality trials that are only
conducted for this purpose. However, if the FDA can
think of a way that's practical to set some conparison
between the drug that's being put forth and sone
conpar at or, t hat can be very scientifically
meani ngful, but | think you' re going to ask this again
about faster. R ght?

CHAI RMVAN PETRI : W have to start wth
fast. Dr. Morel and.

DR.  MORELAND: | would agree with the
comments that have just been made there. Ooviously,

thisis anewrealmfor ne, and | don't have a lot to
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add to these nodels that have been put forth, but |
woul d favor that we leave it in the terns of what's
meani ngful to the patient and then in the ternms of
they receive neaningful relief within so many m nutes,
and define it in those broad terns.

CHAI RVAN PETRI : Ms. Malone, if | could
ask you to direct your comments both to what you think
t he consumer woul d need, but al so address this idea of
how should we define or neasure fast; for exanple,
time in mnutes, a set period of tine.

M5. MALONE: | don't think -- | like the
i dea of a range nore than a specific nunber, because
there are so many variables. | think the consuner has
a right to sone expectation of when the nedication
shoul d be working, be it a half-hour or an hour, so
that they don't redose or overnedicate too soon.

| nmean, they need to know that, well, this
should be kicking in in about a half-hour. If it
doesn't, then, you know, | better take sone nore or go
on to sonething el se.

Agai n, what concerns ne is in adverti sing.
They're going to want to use these catch words,
because that's what grabs the people to go and get
these nedications. So they will want to use fast or

qui cker.
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' m al ways anused, because |'ve becone
very di scerning now, and when | hear the advertising
and they will say it's faster, and you go faster than
what; and they don't always tell you that, you know.

CHAI RVAN PETRI : For exanple, we're al
confused by the H2 blockers being advertised on
television. W don't want that sane disaster with our
anal gesics. Dr. Liang.

DR. LI ANG | would like to nake this
guestion go away. Wat | woul d suggest --

CHAI RMVAN PETRI : Because Dr. Liang is
getting a headache?

DR. LI ANG Seriously, | would, for
instance, nmake it a requirenent that all OIC
anal gesics work within 30 m nutes or sone face valid
number, and force everyone to put fast in their
|abeling. But if you want to do it the hard way -- |
think the key is -- | don't believe in patronizing
consuners, because I'm one, and | like to see the
nunbers not reduced and a range and a standard assay
as a mnimum not as a maxi num

CHAIRVAN PETRI: Dr. Tilley.

DR TILLEY: Wwell, I, as you know, being
a statistician, would prefer the nore quantitative

approach to this problem The other thing that
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concerns nme is that fast -- | think the definition of
fast is changing over tinme, and that it would require
conti nuous sanpling of consuner panels.

For exanple, if you l|look at our aging
popul ation, they're much nore active now than they
were, you know, a few years ago, and | think that's
going to continue. The activity level is going to
continue to increase. As people are nore active, then
pai n may becone nore of an issue, especially in the
ki nd of diseases that we're tal king about.

So what was fast ten years ago to people
with osteoarthritis may not be fast anynore, because
there's other things that are happening for them So
| think that fast by its qualitative nature is very
difficult.

| don't think either that we put even any
one quantitative nmeasure that would really define fast
for us here today. So I'm --

CHAI RVAN PETRI : Let nme pin you down,
t hough. So we have these choices, tinme in mnutes or
a set period of time, for exanple, Dr. Liang's 30
mnutes. Wat do you think is fast froma statistica
poi nt of view?

DR TILLEY: GCkay. Wiat | would like to

see -- and speaking both as a consuner and a
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statistician -- would be sone i dea of how many peopl e
responded -- like of the people that had ny kind of
di sease, what proportion responded to this drug, maybe
some range on those proportions if there were nmultiple
studies, and then I'd like to know, of those people
who responded, what was the range on the response
times, and what was the -- you know, 50 -- | would
like to knowif 50 -- | could certainly understand 50
percent of the people experienced neaningful relief in
X period of time, but it would al so be real inportant
to me to know that, of everybody who took this, only
ten percent got any relief at all.

So, you know, that's where |I'm struggling
with the one word fast.

CHAI RMAN PETRI:  Dr. Sinon.

DR SIMON. I'd like not to pander to the
commercial interests, and |I think that fast is only
doing so. | think that what Dr. Tilley just described
woul d be a nuch better way for nme as a physician to
interpret the data, and | believe that consuners, if
it is illustrative and understandabl e because it's
presented appropriately, wll also appreciate that
kind of data nore so than any kind of construct that
woul d pejoratively describe sonething as fast.

CHAl RMAN PETRI : Dr. Fernandez-Madri d.
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DR FERNANDEZ- MADRI D: | also support
that. | think the integration of the onset, the tine
of onset that we discussed of the product that has
wi th a neani ngful response as suggested by Dr. Tilley
IS appropriate.

| think that one should draw the line in
terms to call a drug fast, and | also |like a m ni num

time of response, and this allowed the claim of

faster.

CHAI RVAN PETRI: Dr. MG ath.

DR. McGRATH. | would sinply support the
previ ous speakers' coments. | don't think fast can

be nmeasured clinically for the reasons they outlined,
and that we have to differentiate qualitative from
quantitative. | would really nove and support
anything that we can do to help labeling be nore
realistic in terns of quantitative effects and so on,
and not what fast or faster neans.

CHAI RMAN PETRI: Dr. Yocum

DR. YOCUM  Well, | guess | support the
previ ous speakers. | think in the prescription area
t he studi es can speak for thensel ves, because they are
defined areas, and they are defined diseases that
they're going for approval.

In the OTC, though, again, | guess,
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setting standards and so on and so forth and
definitions -- As you say, we're talking about
anal gesics. Now we're tal king about H2 bl ockers. W
can have a whol e | ot of neetings deciding what is fast
or not, and | think the decision is whether just to
disallowit, period. But, you know, in the OIC narket
t he consuner usual ly deci des.

As Leona said, the ones that don't work,
they find out relatively quick, and they don't go back
and buy it again. So is that actually a faster way to
decide this or are we going to try to set standards?

| think, in the OIC market the consuner
deci des. Ckay, so he or she bought a bottle of pills
that isn't going to help them but they aren't going
to buy those pills again relatively quickly.

CHAI RVAN PETRI:  Now |l et me chal | enge you
on that. Wiy should we allow the consuner to waste
his or her noney that first go-round if we could
provide themw th a nunber?

DR YOCUM Because | don't think whatever
we do here is going to stop that consunmer fromtrying
it, and I think that we're kidding ourselves if we
think we're going to do that.

CHAI RVAN PETRI:  Dr. Pucino

DR.  PUCI NO. | agree with the other
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menbers in that it should be a period of tinme effect
and also it should be disease specific, and it shoul d
be consuner neani ngful response.

CHAI RVMAN PETRI: Dr. Koda- Ki nbl e.

DR. KODA-KIMBLE: | really have nothing
to add to the other speakers. | support what has been
sai d.

CHAI RVAN PETRI: Dr. Call ahan.

DR. CALLAHAN: | agree with the other
speakers, and | particularly support Dr. Tilley's

poi nt of putting what percentage of people respond,
because | would be very interested if sonmething -- if
only five percent of people respond to sonething, even
if they respond very quickly.

CHAIl RMAN PETRI: Dr. Tong.

DR.  TONG | don't have any profound
addition to what's already been said here. |It's not
possible to disallowthe use of the word fast on over-
t he-counter |abels and adverti sing. | believe, as
consuners, that we're able to make a judgnent call

I'd like to see the idea of tine and
di sease specific details if, you know, that's the role
of the agency to require makers of these conpanies in
order to nmake statenents |like fast, that they need to

showit; but I"'mworried that it will be coopted into

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.
(202) 234-4433 WASHINGTON, D.C. 20005-3701 (202) 234-4433




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

135

a pronotional and advertising aspect, but that's not
our role here to discuss that.

CHAI RMAN PETRI: Dr. MKinley-Gant.

DR McKI NLEY- GRANT: Actually, | agree
with the rest of the panel, though it actually also
occurred to nme that the word fast probably has
somewhat of a placebo effect for the consuner and
enhances the effects of the nedications when they're
taking it. But | think the comments about the
meani ngful relief are inportant, and woul d think that
we should, in the consumer readout, give information
about the different diseases; and if there is sone way
we could do a sanpling to determne what to the
consuner fast neans, | think that woul d be hel pful.

CHAI RMAN PETRI: Dr. Brandt.

DR.  BRANDT: Yeah, | think, certainly,
data is always good, but | would like to ask a
guestion that perhaps Ms. Mal one m ght address, and it
has to do with disease specificity, and |abels are
finite in length, and there are a | ot of diseases that
are associated wth pain.

| f a consunmer has information on data with
regard to the effectiveness of a pill for mgraine
headache and you have rheumatoid arthritis pain, how

much does that count?

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.
(202) 234-4433 WASHINGTON, D.C. 20005-3701 (202) 234-4433




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

136

MS. MALONE: Well, | think normally word
gets around, you know, anongst consuners who have
various ailnments as to, you know, what worked with
t hem and why don't you try this for this. | know I
think it was Excedrin that was approved for m graine
use recently, and on the label, | nmean, was the exact
-- If I"'mcorrect, it was the exact sane fornula, but
because it was new for mgraine use, you know, in
advertising they have this printed on the |abel.

So that did bring it to the attention of
peopl e. |"m not sure that | answered you. Agai n,
soneone has to tell them that you can use it for
sonething or why would they try it?

CHAl RVAN PETRI:  To summari ze where we are
at this point, | think the panel is in agreenent that
we don't want to use the word fast, that we prefer a
nunber; but |I'm not sure that we really addressed
gquestion 1 that asks us to choose between giving a
median tine in mnutes or a set period of tine.

Now it's a given, we all agree we want to
know the percent responders first, and we want the
consuner and the patient to know that, but if that's
a given, I'd like the panel to reapply thenselves to
this issue.

Should we give the nedian tine in mnutes
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or recommend that that be done, or is it better to
give a set period of time which mght get this idea
that there is a range, a confidence interval, around
that nmedi an? Comments? Dr. Laska.

DR LASKA: Thank you. | think the issue
of giving a set period of tinme is the equival ent of
the concept of fast. |If you say it works within 30
m nutes, you're saying --

CHAI RVAN PETRI: Yes, we are, but we're
not using that word fast.

DR LASKA: | agree.

CHAI RVAN PETRI: We're giving a nunber.

DR. LASKA: | agree, but -- Well, giving
a nunber, neaning that the nmedian -- but the nunber is
the barrier, because the nedian is bel ow some barrier.
W're willing to say it falls in this range

CHAI RVAN PETRI:  Well, | think we have a
choice. W can give that nunber. W can say bl ank
percent respond to this drug, and the nmedian tinme to
meani ngful relief is 45 mnutes; or we can say it's
within the range 30 m nutes to 60 m nutes.

DR. LASKA: Right. | think the proposal
that under -- well, the analysis that underpins this
so called conditional approach really expects you to

respond by saying what the paraneter val ue estinmates
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are, rather than saying there is an arbitrary period
with which we would like to know does it fall to the
left of that period.

So ny vote should be that the analysis,
t he actual nunbers found be characterized, and that
would be in a range, but the range is data driven. So
if there were ten studies and the onset tine for those
peopl e who responded was between, in one study, half
an hour and the rest up to an hour, one could say the
medi an response tinme was within a half an hour to an
hour, and the proportion of the patients who responded
was whatever it is.

If you were to set as a conmttee a range,
t hat woul d be equival ent to saying fast neans you have
onset in less than half an hour. So I think that the
commttee has alnost, by definition, spoken agai nst
the notion of us defining a range.

CHAI RVAN PETRI: | agree. | don't think
the conmttee wants to define fast, because it's going
to be different for each disease, but | think the
commttee is in favor of giving a nunber based on
dat a.

DR. LASKA: Two nunbers, one the
proportion responding. The second is sonething about

medi an tine, and you probably have to give a range for
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that nmedian time, data driven

CHAI RVMAN PETRI: Cbviously, | think it's
nore accurate to give that range than to give one
medi an nunber, but | think there are |lots of comments
now. Dr. Max.

DR, MAX |  would support that by
suggesting that there be a table in the |abeling
information with all the different studies and for
each, the proportion who responded and the 25-75
percent range of how fast they responded, so people
can just | ook and see when they need to respond.

| oppose conpressing this down to make it
into a conpetitive clains sonething on the box covers
or sonething in the ads.

CHAl RVAN PETRI: | think, though, that we
need to have sonme summary. | nean, we could have a
| abel where you need your mcroscope to read through
all the studies. Let nme ask Ms. Malone. |s a summary
statenent or a list of all studies going to be nost
appropriate for the consuner and/or the patient?

MS. MALONE: There are those that wll
read the entire insert and find m nute probl ens, but
| think nost people want to |ook and see how many
people with what | have got relief, you know, and when

did it come. Wat should | be | ooking for.
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CHAI RMAN PETRI: Dr. Koda- Ki nbl e.

DR. KODA- KI MBLE: It seens to nme -- |
mean, at least in the OIC group, we look at an
ingredient, but we don't |look at formulation. | nean,
now you're talking -- Let's talk about a liquid versus
a suspensial versus enteric <coat that doesn't
di ssolve, all of those sorts of things.

|"mreally struggling with this in terns
of even putting the kind of information we're asking
for the consuner as a |ist. There's so many, nmany
variables here, and it seems to nme, if only ten
percent, for exanple, respond within 30-45 mnutes for
a particular condition, it's up to the advisory panel,
whi chever that panel is, to say we don't consider that
particularly efficacious.

So it seems to ne, there's a definition
that has to go into -- Part of this has to be
considered within what we consider efficacious, and
what the consuner can reasonably expect.

CHAI RVAN PETRI : | think we have stated
that we really want to see that nunber, that percent
that respond. Then the other information is
condi tional upon that. O those who respond, what is
the nedian tinme for neaningful relief. Do you fee

unconfortable with that?
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DR. KODA-KI MBLE: Well, as | said, when
|'"'m feeling a little unconfortable now is now we're

tal ki ng about product. When you tal k about product,

you're not just talking about ingredient. You're
tal king about conbination of ingredient. You're
tal king about fornmulation. You're tal king about
phar macoki neti cs, pharnmacodynam cs. VWhat is the

probability that this ingredient will get into the
system

Basically, |I'm going back to what Nick
Hol der said at the very beginning. So it begins to be
so conplex that, if we put the data down, | don't know
what we're referring to. You know, we're coll apsing

this data, and I don't know what we're tal king about.

CHAI RVAN PETRI:  Well, | don't think that
it can be collapsed. It has to be the data for that
particular fornulation, but let ne ask -- Dr. Katz

wanted to respond to that.

DR. KATZ: | agree with the comment that
was just made. One needs to -- In a sense, part of
the discussion that we're having today is also for
both prescription and OIC products. For a
prescription product, it's easier logistically to have
a section on the | abel to describe what the studies

say, what the results are, and to go fromthere.
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OTC products -- Mst of the OTC products
that are out there are ingredients. They' re not
specific products, unless those products happen to be
switched and are NDA products. So that you may not
have all of that information that vyou're now
descri bi ng avail abl e.

Then there's an additional | ogistic
probl em of where are you going to put it, because you
can't put it on the carton. It won't fit. So you're
-- Not all products are required that are OIC as wel |
to have patient information or a patient brochure.

So that, if you're going to again ask for
that information to be contained sonewhere, if you're
expecting that it wll be in a patient brochure or
patient information packaging, you'll have to remenber
that not all products will have that, and they're not
required to have that. It's voluntary.

So there's going to be sone products that
will have it, sonme products that won't have it, sone
products that may have that information because again
they were originally an NDA type of a swi tch product
t hat woul d have specific product studies that were
done. Ohers then are going to just be ingredients
that we've approved via the nonograph.

So there are other things that one could
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consi der which would be in a patient brochure to have
a section of expectation of benefit, which may be able
to address sonme of these issues; but it's really not
going to address all of the concerns that people are
rai sing about how to describe either the onset or the
appreci abl e or neani ngful relief.

' mnot sure where |I' mexpecting that from

this di scussion where people are planning to have it

go.
CHAI RVAN PETRI: Dr. Soller.
DR SOLLER Yes. | just had a -- Soller,
NDMVA. | just had a brief coment here, follow ng up

on what Dr. Katz was sayi ng.

Having spent a long time wth OIC
|abeling, | find it difficult to think about the kind
of | abeling that m ght say sonething along the |ines
that 50 percent can expect neaningful relief in 10-20
mnutes for mld headache -- | nean, if we want to be
accurate -- and we have anot her percentage maybe for
severe headache, or even if we're not going to even do
intensity, we start t hi nki ng about headache,
dysnenorrhea, aches and pains of cold.

Maybe trials conme out and we find aches
and pains of <cold are different than nuscul ar

skel etal. You have other concurrent conditions with
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colds. And now the list gets very |ong.

"1l just take a parenthetical sidestep.
| will tell you fromwhat we're doing on the proposed
| abeling reformatting for OICs that what has been
proposed by FDA won't fit 50 percent of our |abels
right nowin terns of the new reformatting.

So you start adding this into one of the
nmost conplex |labeling categories, analgesics and
cough-cold conbinations, and there is a trenendous
crunch that just won't work.

So | conme out with two other points. Even
if you were to try and do this in a nore de mnims
way where you're really devolving the science down to
a very general termto say sonething like a majority

can expect neaningful relief in 10-15 m nutes, and you

start doing the individual indications, |I'mnot sure

that a consunmer wouldn't think, well, I'musually not

in the mgjority of things, |I'mgoing to double up.
Anot her thing, | may have cone froma very

different school, but | don't know why we would sit
with the kind of phrase that would say a majority
coul d expect. Wen we do that, we are potentially
taking away the optimsm of relief from a person
approaching that particul ar product.

So |l think in this situation, while onset
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and magni tude effect, Mke, as you were referring to
it before, may be very inportant froma drug approval
standpoint, how that gets translated down to a
consuner, | don't think, is necessarily a statistical
i ssue when you get there.

| think less is nore in this situation
and when you say fast pain relief, the consuner knows
that that's a qualitative term applying to products
used for acute conditions, and they're using these
products today very effectively, very safely, and to
their satisfaction.

CHAI RMAN PETRI:  Dr. Yocum

DR YOCUM | agree with those statenents.
Again, regulating fast just -- W're going to start
regul ating fast and everything, and I was sitting here
trying to i magi ne what the back of the box is going to
| ook like that the patients are trying to read, and it
just didn't -- | nean, to ne, even in nonsteroida
anti-inflammtory drugs 1in the clinic, when |
prescribe one for a patient, | realize that it is
effective in 60 percent of patients, and the patient
may well come back two weeks |ater and have no effect.
Then I'"'mgoing to go on to the next thing.

So there is trial and error by nyself,

i ke the consuner. So the consuner is doing trial and
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error. What | guess we seemto be bypassing here is
-- so now we're going to take up the whol e back of the
box defining fast with that particular conpound.
What | am actually nore interested is the safety of
t hat conpound. Now where is that going to go, and
what is it actually going to do to the patient?

Is the safety of that conpound nore
inportant or how fast it works? | guess | would
rather attune nyself to safety and let the consuner
deci de fast, because |I still as a physician am doing
trial and error in fast.

CHAI RVAN PETRI:  Well, 1I'm not sure what
you were agreeing wth. We're sort of comng ful
circle. Let me go back to M. WMl one. ls it
i nportant for the consunmer and the patient to know if
the onset of neaningful pain relief is significantly
different for one product than another for the sane
di sease?

MS. MALONE: | think so. It should be
not ed anyway.

CHAI RVAN PETRI:  Cbvi ously, the consuner
and the patient care about safety, too.

MS. MALONE: Right.

CHAI RMAN PETRI : But the reason we got

into this can of wornms was it is still inportant to
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know.

DR.  YOCUM But | go back to Dr. Max's
comments. Yocumagain, |I'msorry. That is, that if
we define this as effective in a headache, Dr. Max
pointed out that they'll go get sonme -- a group of
people with -- consuners with a headache that is ten
percent of the maxi mum headache and use that group of
headache to then redefine the onset.

You tal ked about a baby tooth com ng out
and the tooth extraction, of how you define it. So
how we define a headache. Then we're going to nove to

the intensity of the headache that was relieved 50

percent in so many people. It becones a botton ess
pit. | don't think I'"'mgoing in circles.
CHAI RVAN PETRI : Well, we haven't even

gotten to the question about recomended study design.
So for the nonent, let's table how study designs can
be mani pul ated. Dr. Laska.

DR LASKA: | think Dr. Yocum s view that
the patient does experinmentation and he does
experinmentation is probably an accurate reflection of
what takes place, but you will admt, | hope, that
it's a very inefficient way to do business. Lar ge
studies are a better way to find out about

probabilities of effects, and the magnitude of those
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effects.

So | think this business of getting
information fromlarge clinical trials which tells you
that will allow you and the individual consunmer to
make a judgnment in a nore infornmed way.

Mtchell's point about manipulating the
system is correct, but it's not correct. In that
sense, every clinical trial has that potential danger
| F you want to show effect sizes are greater and you
want to show differences or no differences, you pick
a popul ation to denonstrate what you would |ike to do.

That game is wdely understood and
appreci ated by, certainly, the regulatory authorities
and the experts in the field. So while it is
possible, it is not sonething that anybody gets away
with.

| don't think you can really say |'mgoing
to manipulate nmy trials to show better onset by
pi cki ng the popul ation of the study, because it wll
conme out in the wash.

CHAI RMAN PETRI: Dr. Sinon.

DR. SI MON: | have actually gone full
circle through this discussion. | now am totally
convinced that | would prefer not to get involved in

a discussion of whether or not I want to buy a Lincoln
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Continental or a Chevrolet when | go in and | ook at a
consuner product, and | don't think the FDA or this
commttee should be involved in trying to apply these
appel l ations to these products, and I'meven -- |I'm
staying away from fast.

| think that the questionis --

CHAl RVAN PETRI:  But, Lee, you woul d want
to know naybe mles per gallon or sonmething. R ght?

DR SIMONN No. No. | actually don't --
|'"'m not convinced that, other than defining its
efficacy, whatever that bar will be -- and | think we
can define that and that the consuners can help us
define that also. Oher than that, I'mnot entirely

sure that we should be regulating that market

environment. The consuner will. They will either buy
it or not.

CHAIRVAN PETRI: Well, let ne challenge
you, because we did discuss this. Isn't tinme to

meani ngful pain relief part of efficacy?

DR SIMON. As | said, yes, it is, but I'm
still really skeptical about the technology. | think
it's great to see these diagrans. | think it's very
interesting to sit here and think about this as a
theoretic possibility.

" mchal | enged by the issue of expressing
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the data in a cogent, reasonable way for sonebody to
read on a box. | amoverwhel ned nyself as soneone who
theoretically is supposed to know sonet hi ng about this
by the nuances of the interpretation.

| think that consuners are very smart. |
don't think they can actually see the nuances, because
they're not going to hear this entire discussion every
time they go in to buy an over-the-counter |buprofen.

So |I'm absolutely now convinced that we
shoul d get out of this business, set a bar, and |et
them advertise all they want; and as long as they're
not saying a lie, let them go ahead and do that and
not get into the regulatory environnment.

CHAl RVAN PETRI:  No, but -- Let ne remnd

you agai n about those H2 bl ocker ads.

DR. SIMON:. No, no, no. | disagree with
you about that. | again wll say that | believe we
shoul d know that they're safe. | think that it has to
be proven and clearly studied. | think we should set

a bar for what responsiveness should nean, but if
they're going to claimthey are ten seconds faster in
response, | don't think it's nmeasurable in this
context, and | don't think we should get involved in
the regul atory.

CHAl RVAN PETRI: W haven't even gotten to
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faster,. Dr. Max.

DR. MAX: | guess ny understanding is
that, if the governnent doesn't take a position on --
and now we're tal king about faster -- there are a | ot
of companies in this room that are trying to make
faster analgesics, and it will just be left to the
courts.

So they will come out with a clai msaying
our drug that is five mnutes faster in onset than
anot her drug, and there wills be law suits in court
battles, and an issue is should the governnent, FDA or
FTC, get into this and try to regulate, or should we
| eave it to the courts.

You know, | think it sounds like that's
one of the main practical issues that's going to cone
up.

CHAl RVAN PETRI: Let ne ask Dr. \Weintraub
to cooment a little bit on the recent discussion.

DR. VEINTRAUB: First of all, I think we
have to renmenber that we frequently approve drugs, and
this is total approval for many pain problens, that we
don't even know what the consuner is using it for in
the OIC market, but we hope they're doing it
correctly, and we think in general they're doing a

good j ob.
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We take dental extraction pain. W take
-- you know, and that will be one of our nmain -- That
will allow a manufacturer to nake a very inportant
claim a general pain claim and it's based on just

one type of pain nodel

Also, we are -- W have established
different nodels for at least three -- W have at
| east three different nodels. This was in your

packet. W have the general pain claim W have the
nmenstrual cranps, and we have headache, because we see
that there are differences in those types of pain.

So many of the things that Dr. Soller said
are not -- you know, didn't really apply to this
di scussion; but what he did say and was very correct
is that it's going to be very difficult to take this
termof art and nmake it into a regulatory term

Are we trying to do that? | don't think
SoO. | really don't think so. W are trying to
under stand how consuners, physicians, patients, al
m xed together can get an understandi ng of how fast
their drug starts to work, the speed of onset.

The reason we're doing it is because we
are facing it in every field that we can say. You
name a field. Today | heard from our advertising

people after the norning session at the break that
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peopl e are tal king about anti-hypertensive drugs and
speed of onset. An anti-hypertensive drug is a drug
you take for a long tine, hopefully, for many, nmany
years and take it regularly.

So what does the speed of onset nean? |t
doesn't nmean nmuch. Right? And there's going to be
advertising on that. So we can't yet throw it away
and say, okay, you guys, you guys deal with that, our
hands are clean. W're pure; we're purer than pure,
and we don't even know that that's going on.

W can't do that. W' ve got to get into
the trenches, into nud up to our eyeballs, and deal
with this issue. So -- Now one thing that Dr. Sinon
said -- maybe that will be the best approach.

By the way, |'mtaking very careful notes.
W' re having this neeting transcribed, and we're goi ng
to think about this, and everybody is going to think
about it. It's going to be discussed over and over
again in the FDA

Dr. Sinon says nake a bar; say, okay, 30
mnutes, that's it. W'l at |east get our hands
dirty or the tips of our fingers dirty. Wn't get up
to mud to our eyeballs; we'll get the tips of our
fingers dirty, and we'll say that's it.

That's perfectly -- Maybe that's the best
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way, but we've got to decide, and we |ove the
di scussion that's going on here, because it's you and
him fight, and we don't fight with you. No, we're
actually --

CHAI RVAN PETRI:  You're going to pick up
t he pi eces.

DR VElI NTRAUB: That's right. That's

right.

CHAI RVAN PETRI : Dr. Koda-Kinble had a
conment .

DR, KODA- Kl MBLE: "' m thinking --
Mchael, if we said, for exanple -- It's very hard to

separate this discussion, because you're asking us to
| ook at fast froma very broad perspective, whether
that's prescription drugs or -- and we're focused in
on anal gesics, and |I'mfocused in on OTC anal gesi cs.

Presum ng the bar was set for -- and |I'm
t hi nki ng about a drug that nmakes a claimfor acute --
relief of acute pain versus chronic pain, and | don't
know that we have this distinction even within the OIC
class. | nean, is that -- |I nean, one of the things
-- Is that possible?

DR.  W\EI NTRAUB: No, we don't have that
distinction in the OIC cl ass.

DR. KODA-KI MBLE: But there are drugs in
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the OTC class, and there are probably products in the
OIC cl ass that have an onset because of either their
formulation or the nature of the drug itself that have
an onset of, let's say, two hours, which according to
the discussion at least in this room would not be
consi dered fast.

DR VEINTRAUB: That's right. | renmenber
one of the discussions we had where Dr. Katz raised
the point, |ook, saying that all OIC drugs have to be
relatively fast. They have to take effect in a
reasonabl e period of tine, as we heard this norning.

We tal ked about what was a reasonable
period of time, but we don't have a definition for
chronic pain in OIC drugs.

CHAI RVAN PETRI: | want to bring everybody
back now to the first question. | realize -- W've
got to get sonmewhere. W got to the point where we
t hought that a range was a better way to express the
onset of meaningful pain relief than just giving one
number, and then Dr. Sinon brought up, well, let's
throw that out, let's have our bar 30 m nutes.

|"d just like to get a feeling of how the
commttee is splitting on this one thing. Dr. Tilley.

DR. TILLEY: | guess |I'm hearing sone

diversity of opinion, and sone of it, | think, is
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getting driven -- is being driven by -- You asked us
what we want. Now what we want and what's practi cal
may be two different things.

You know, those are not the sane. You
heard what we want. GCkay? Now if that's not possible
-- | nmean, it certainly would be possible to pick --
if dental pain is the standard on which pain drugs are
tested, you could certainly, you know, sone kind of
descriptive information about dental pain.

If we nove to a bar, we are just
substituting the bar nunber for fast, and that bar, as
| said before, | think, is relative to the tine, to
all sorts of things.

So -- and | nean, there's also no reason
that that word fast has to be used at all. | nean, if
it's too difficult to define, rather than throw ng up
your hands and saying | cannot define fast, so | have
to just use the word fast -- | nean, the other option
is don't use the word at all

CHAI RVAN PETRI: Well, let's redefine this
interns of what we want. So |et ne again ask for the
commttee's feeling on whether we want a range for the
onset of neaningful pain relief or we want Lee Sinon's
approach, a bar. Dr. Callahan.

DR. CALLAHAN: | just want to clarify.
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Are we determ ning what we want in terns of what can
be used for advertising, not what is nandated to be on
every single |abel?

CHAI RVAN PETRI: Let's not get to howit's
going to be used. Let's think about what does the
consuner and the patient benefit from know ng and, of
course, the physician, if it's a prescription
anal gesi c.

DR CALLAHAN. So this could just have to
be known in any range of ways? | nean, sone of the
di scussion afterwards al nost sounded |ike, when we
were making the other comments is the fear was that
everybody woul d have to put all of that information on
every single product, and that's why -- I'mtrying to
clarify. Do we want to --

CHAIRVAN PETRI: | think that's a separate
issue. Let's try to just sort of stick to sonething
where we can reach, hopefully, a consensus. |Is that
useful information to have for the physician, the
patient, the consumer, the range for the onset of
meani ngful pain relief, or is it not useful and all we
really need to tell the consuner and the patient is
does that product neet that bar?

DR SI MON: That's not fair, because

that's not accurate.
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CHAIRVAN PETRI: Well, that's why | said
that | have a subordinate clause here. |Is this what
we want ?

DR. SIMON: You see, that's the problem
because we're really not here to discuss to the
exclusion of reality what we want. W're here to
di scuss the practicality of having to interpret this
for the consuner, and then how it can actually be
applied. Unfortunately, what we want can't be.

CHAI RVAN PETRI:  Well, | think for sone of
the pain nodels we could get this. So let ne again
ask Dr. Max and Dr. Laska. 1Isn't it possible within
the dental pain nodel to give a range for the onset of
meani ngful pain relief? Wuld that be usefu
information for dentists to have?

DR. MAX; | think it would generally be
useful for anyone if it's a conparative nunber between
products, but for the reasons that | indicated, if
it's just for one product alone, it wouldn't be very
meani ngful , because peopl e coul d mani pul ate t he nodel .

CHAI RMAN PETRI: Dr. Laska.

DR. LASKA: | don't agree. | think the
mani pul ation issue is the same in any -- whether it's
ef ficacy conparisons or onset conparisons. | think

you don't need a conparison to nake the point that in
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ten studies these are the proportions we found, and
these are the distributions of tinme to onset, and |
think you can summarize that in two or three nunbers.

CHAIl RVAN PETRI:  So we have di sagreenent.
Ms. Mal one.

MS. MALONE: | think that the consuner
needs to know what expectations to have of this drug,
when it will start to work.

CHAI RVAN PETRI: Do you think Dr. Sinon's
coment about a bar, let's say 30 mnutes -- is that
acceptabl e? Does the consuner need or want to know
nor e?

M5. MALONE: Well, as long as it's stated.
If it's stated that within 30 mnutes the average user
will find relief or begin to get relief, get optinmm
relief, whatever the expectation is, you know, it has
to be stated; because why woul d they take this drug?

CHAI RVAN PETRI: Now it's hard for nme to
phrase a question, but let ne try again. W have a
choice. W can give a range. W're going to just
take the dental pain nodel now, with a realization
t hat the nethodol ogi es may not be there for any of the
ot her pain nodels or diseases.

Is it the choice of each commttee nenber

to go for a range of onset of neaningful pain relief
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or is it the choice of the conmttee nenbers to go for
t hat bar?

I'd like to just go around and ask
everyone to choose. Dr. Blewtt.

DR BLEWTT: 1'd actually like to ask a
guestion of the consultants, if | may, with regard to
the onset of pain relief with existing narketed
anal gesics. Let's just take the spectrum of aspirin,
acet am nophen and ibuprofen and so forth -- and
whet her there are noteworthy differences in the onset
of meaningful relief wth those drugs, the point being
isn't the universe as -- the existing OIC universe
known today, and are we adding to that know edge by
providing this kind of information?

Seens to nme that nost of these are fairly
simlar in terns of their behavior.

CHAI RVAN PETRI : But isn't the question
that the newer fornulations may not behave the sane
way? So | think, you know, we're asking this question
not just for today, but for tonorrow s products.

DR. BLEW TT: Vell, but you see, where
that takes you then is to the faster part of this. It
doesn't take you to the fast part, the standard part
of it. It only then relates to how does it conpare

wi th the existing anal gesics.
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So what |I'm suggesting is that by
providing this kind of quantitative data in the
exi sting marketplace, you're not really adding to the
i nformation base. W know how t hese t hings work, and
it then remains for any conpany with a new formul ation
or a new nolecular entity or whatever who wants to
denonstrate that they are faster or try to attenpt to
do that, that then becones a very different situation

CHAl RVAN PETRI: W haven't even gotten --

DR BLEWTT: I'mreally differentiating
between the termfast and faster.

CHAl RMAN PETRI : W haven't gotten to
faster. But let nme ask you to cone back to the
guestion that's on the table. Wich do you prefer, to
know the range or to have a bar? Dr. Blewitt, can you
pi ck between those two?

DR. BLEWTT: 1'Ill abstain.

CHAI RVAN PETRI: | didn't know that was a
choice. Dr. Laska.

DR LASKA: In response to Dr. Blewtt,
challenge himto tell us what it is that he thinks the
time to neaningful onset is for these over-the-counter
drugs. | think you may know from sone studies, but as
a general principle it's not quite enough.

| would argue that information out would
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be adding to the know edge base of consuners as well
as physicians. On the vote for you --

CHAI RVAN PETRI: Range or bar?

DR. LASKA: Yes. On the vote for your
question, | think bar gets us back to the equival ent
of fast. So it has to be, in ny judgnent, a range of
onset tine.

CHAl RMVAN PETRI:  Dr. Max.

DR. MAX: | think it's well known that
bet ween study conpari sons of one drug to another are
subject to wild swings --

CHAl RVAN PETRI:  Don't worry about faster.
We'll get to that.

DR. MAX Wel |, okay. l"'magin all --
anyt hi ng except for conparative clains. |''m agin
getting into fast except for sone detailed information
in the body of the |abel that sonebody can dig for,
but | don't want anything about fast nonconparative on
t he box where it could be used for --

CHAI RVAN PETRI : Again, |'m not asking
about fast or faster. |If you have a choice between
know ng the range or having the bar, what would you
prefer?

DR. MAX: | would want the actual nunber

for --
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CHAI RVAN PETRI:  Then the range.

DR. MAX: (Ckay, a range, 25 percent, 75
percent, for onset -- tinme of onset.

CHAI RVAN PETRI: | see. You won't be able
to tal k about faster unless you have that range. Dr.
Mor el and.

DR. MORELAND: Range.

CHAI RMAN PETRI: Ms. Mal one.

M5. MALONE: | tend to go to range, but

|"d really like a clarification of what he neans by

bar .

CHAl RVAN PETRI:  Well, Dr. Sinon suggested
-- and, obviously, this doesn't have to be the
definitive answer -- that 30 m nutes be the bar, and

if the onset to neaningful pain relief was within 30
mnutes, it met that.

M5. MALONE: Ckay.

CHAI RVAN PETRI: We're not going to vote
on whether it should be 30 mnutes, 40 m nutes, 50
m nut es. | think that's going to depend on the
di sease and the pain nodel, but this idea that a bar
-- is that sufficient? 1Is that your choice?

M5. MALONE: | think | tend towards the
range, but again whatever it is has to be explicitly

said so that it's understood. So |I think you could go
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with either one as long as that's explicitly stated.

CHAI RMAN PETRI: Dr. Liang.

DR. LIANG | concur wth her.

CHAIRVAN PETRI: Dr. Tilley.

DR. TILLEY: Cbviously, range.

CHAIRVAN PETRI: Dr. Sinmon. |If you don't
vote for your bar, we're into a little trouble.

DR SIMON. You're going to love this one.
| would Iike ny bar expressed as a range.

CHAI RVAN PETRI: Dr. Fernandez- Madri d.

DR. FERNANDEZ- MADRI D:  Range.

CHAI RMAN PETRI: Dr. MG ath.

DR. McGRATH: Range.

CHAI RMAN PETRI: Dr. Yocum

DR. YOCUM | wll say that |'m agai nst
regulating fast in the OIC narket, but if we're going

to do this, a range.

CHAI RVAN PETRI: | vote for a range. Dr.
Puci no.

DR. PUCINO | vote for a range, because
| think a bar -- it will be a constant noving target.

CHAI RVMAN PETRI: Dr. Koda- Ki nbl e.
DR, KODA- KI MBLE: Range.
CHAI RMAN PETRI: Dr. Call ahan.

DR. CALLAHAN: Range.
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CHAIl RMAN PETRI: Dr. Tong.

DR. TONG Range.

CHAI RMAN PETRI: Dr. MKinley-Gant.

DR.  McKI NLEY- GRANT: Range, because |
agr ee. A bar is a range. It's from zero to 30
m nutes. But range.

CHAI RMAN PETRI: Dr. Brandt.

DR. BRANDT: Range.

CHAI RVAN PETRI : Now this may have been
one of the nost difficult votes we ever did, but I'm
now goi ng to nove on to question 3.

What are sone recomended study designs to
establish fast anal gesic clains?

So we're getting rid of that word fast.

DR. BLEWTT: Madam Chai r man?

CHAI RVMAN PETRI: Yes, Dr. Blewitt?

DR. BLEWTT: | just need to ask this
guestion again. |It's a range for what?
CHAl RVAN  PETRI : For the onset of

meani ngful pain relief.

DR. BLEWTT: O what kind of pain?

CHAI RVAN PETRI: W said that this would
have to be defined for each pain nodel, that this is
not sonmething that wll generalize to every pain

model .
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DR. BLEWTT: Then where that data --
where those data don't exist, they now have to be
generated for --

CHAI RVAN PETRI: O course. | think this
commttee has stated unani nously that we prefer data.
Dr. Tilley.

DR. TI LLEY: Barbara Tilley. W're not
asking for a range for every pain nodel. W're just
sayi ng sone pai n nodel range, you know, whatever that
pain nodel is that you happen to use to get your
claim not that you have to have a pain nodel for
every di sease.

CHAl RVAN PETRI:  No, of course not, but if
soneone wants to get into this can of worns, then they

better do it with some dat a.

DR. BLEWTT: Well, I'"monly suggesting
that -- and Dr. Soller raised this and Dr. Wi ntraub
mentioned it -- if you go to each pain state, since

currently marketed anal gesics are actually marketed
for a nunber of pain indications, then you re going to
actually have to provide data on each of those pain
states, and that -- I'm just not sure how much the
consuner will be interested in reading all of that
i nformation.

| also feel that there is a major space
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issue that will come up with regard to OIC | abel s
You know, there's just only so much neaningful

information that can go onto a |abel, and a |ot of

that shoul d be addressed nore to safety, | think, than
totime -- you know, tinme to meani ngful pain.
CHAI RVAN PETRI:  Well, | don't think that

we can necessarily worry about what's going to be
squeezed on the label today. | think we need to ask,
is this sonething that the consuner, the patient, the
physi cian would |i ke to know.

Let's have a few questions from the
audi ence, first the m crophone, then Dr. Ehrlich.

MEMBER OF THE AUDI ENCE: Dr. N cole
Fidagio. M question is addressed to the issue of the
design and the kinds of things you' re going to neasure
inatrial.

As | understand it, very few studies,
relatively speaking, in pain have used this endpoi nt
of wusing stopwatch, but there's a great nunber of
studi es which have used ot her neasures such as pain
intensity difference or relief of pain scales.

So that neans if you -- As | understand
the discussion, if you propose that neaningful is the
endpoint, then lots of new studies have to be done,

and all the old studies have to be just thrown away.
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We cannot rely wupon historical data to nake any
deci si ons.

So I would ask the commttee to consider
that there should be sone way of nmatching the two up.
If you' re going to have neani ngful as your criterion,
t hat sonmewhere along the way you want to try and match
it to some scales which are sonewhat nore continuous
t han these yes/no scales and are, therefore, nuch nore
informative for trying to nmake deci si ons about pain.
First point.

The second point relates to, if you do
that, it also allows you to get around the problem of
mani pul ati ng designs to choose weak pains against
strong pains. That is, you use scales which all ow
intensity of pain to be part of the claimthat is
bei ng made and not sinply ignoring the fact that pain
has different intensities, and only dealing in the
time domain which is all the discussion has been
i nvol ved with today.

Meani ngful, wthout reference to the
intensity of pain, | think, opens nore questions than
a scal e that does recognize intensity of pain.

CHAI RVAN PETRI : Dr. Ehrlich. Then Dr.
Laska.

DR EHRLICH Thank you. | hear a problem
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around the table that | think Leigh Callahan clearly
tried to address, which is howis all this information
conmuni cat ed.

It's one thing that the information be
gat hered and submtted to the FDA for approval, for
monograph or whatever. It's another thing, the
communi cation. The | abel can hold only so nuch. It
isn't going to comuni cate everything.

Advertising does a lot of things. |If the
information is on hand, advertising sonetinmes is used
to communi cate certain informati on that may not even
be on the label, but it is appropriate, and there are
articles and so forth.

The public |earns about drugs that they
buy OIC from a nunber of different sources, and |
don't think that the label is the only way they | earn
about it. So | think that's where sone of this
confusion cones, because it's not all going to be
conpressed on the | abel.

O course, the agency gets the information
from the studies, and then what's done with that,
that's anot her story.

CHAI RVAN PETRI: But | don't think that we
can solve that today. So |'ve asked us to have sort

of sinpler goals for our discussion.
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Now everyone has been very concerned about
study design, and that's what question 3 is about. So
again what are sonme recomended study designs to
establish fast analgesic clains? W're getting away
fromthat fast. So let's substitute, what are sone
recommended study designs to establish the range of
the tinme to onset of neaningful pain relief?

Let ne just ask our experts. W all sort
of understand that stopwatch study design. It seens
sonething that we could easily explain to a patient or
a consunmer. WII that stopwatch design generalize to
ot her pain nodels besides dental pain? Could we
generalize it to osteoarthritis? Dr. Laska.

DR LASKA: To answer that as well as Dr.
Hoagl and, it's inportant to understand, for those of
you who haven't been involved in this, we have not
abandoned the traditional analgesic clinical trial
met hodol ogy. The stopwatch is an added paraneter
that's both clinically collected and statistically
anal yzed, and it puts alie to the notion that there's
one nunber that can characterize what an analgesic is
al | about.

One nust describe the properties of their
time and effect curve. The clinical trials that have

been done have been broader than sinply dental pain.
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Dental pain is a nice, clean place to do the work,
using the word clean that soneone el se used before,
but it's certainly been done in headaches by Dr.
Sunshine and others, and there's no reason to believe
that it would be limted to this circunstance.

The conplexities have al so been exam ned
in outpatient studies with patients who have been
asked to go hone with mgraine and take -- use a
stopwatch to see, when you don't know when the event,
the painful event, will take pl ace.

So it has been used in a wide variety of
circunstances, and | think the design or the use of
this as an added instrunment is generalizable. I n
other circunstances it's possible to do the sane kind
of questioning again, and address the issue wthout
the use of a stopwatch, for exanple, in chronic use
studi es.

Going back to ny depression exanple,

there's no stopwatch in that. There are interviews on

a periodic basis, and they are -- The tine is neasured
in days rather than mnutes. | think these --
CHAI RVAN PETRI: But you would still get

to the two key points that the commttee has brought
out this norning. W want to know the percent of

responders. We'd like to know the tine to neani ngful
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pain relief. Those two things are generalizable. The
study designs currently available will be able to
capture those.

DR. LASKA: Exactly. That's been proven
by peopl e who have done these kind of studies.

CHAI RMAN PETRI : Let me -- Dr. Brandt
first.

DR. BRANDT: W, in fact, have sone
experience wwth that in QA of the hand and OA of the
knee, and it was very problematic. |In those instances
we did baseline pain and adm nistered a fast acting
anal gesic, and then we tried to boost the pain by
repeated stressing of the hand joints or wal king the
patient around the football field to try to increase
pai n.

The reproducibility was inpossible. | t
was just not satisfactory.

CHAl RMAN PETRI: Ckay.

DR. LIANG Wth a stopwatch, Ken? Wth
a stopwatch techni que?

DR. BRANDT: Administering an anal gesic
both at baseline pain and after we had increased the
pain as a result of standardized physical activity,
and using a stopwatch to look at the pain relief. It

just sinply was not reproducible in either setting.
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CHAI RMAN PETRI: So we've got a problem
with at | east one pain nodel, osteoarthritis. So it
sounds like the nethodology still needs to be
devel oped.

Let ne ask Doctors Wintraub, Hyde and
Kat z, what other things did they want to bring out
with this question.

DR VAEI NTRAUB: | believe that the
di scussion this norning has been very useful, and
we' ve brought every -- pretty much everything.

Now t he designs we're interested in -- the
possibility of the designs that we would |ike to hear
di scussed -- | think this could easily be the |ast

thing that has to be discussed, if you want to do

t hat .

CHAI RVAN PETRI:  Very subtl e again.

DR VEINTRAUB: Well, | won't say how one
| earns to do that. Htting you on the head wth a

hammer woul d acconplish the sane thing.

Ckay. W need to know a little bit about
the size of the studies, about whether or not it can
be integrated into the previous studies. O course,
Dr. Laska said yes already, and | think that's pretty
wel | taken care of, but the size of the studies and

whether or not there should be a special type of
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st udy.

Now John, did you have anything that you
wer e t hinking of ?

CHAIRVAN PETRI: So | think one thing the
commttee has brought out is that we think these
studi es have to be done within each of these different
pai n nodel s, unless soneone can tell us that the tinme
to nmeaningful pain relief is going to be simlar in
different pain nodels. | think that's what's upset
nost of us, is the absence of data.

DR VEEI NTRAUB: Well, one thing we | earned
today was -- Actually, Dr. Liang who threw it out as
a point to consider -- was that it was sonething |
hadn't thought of anyway of standardizing the pain
nodel and saying, look, if you take dental pain or if
you do take this pain nodel, here are the data; and
that woul d be sufficient perhaps.

So, you know, 1is that a reasonable
approxi mati on of what you sai d?

DR LIANG As a mninmum and that if you
had it for QA or whatever, you could add it on

CHAI RVAN PETRI: Ms. Mal one.

M5. MALONE: It would just seemto ne that
it's extrenely sensible that, if you re nmaking a claim

that this is analgesic for a particular ailnent, that
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you woul d have the data. You know, how el se could you
make the clainf

CHAI RVAN PETRI: Dr. Liang will respond.

DR LIANG M understandi ng of anal gesic
is that it's not -- You know, it's a pain -- sonething
that gives pain relief, period.

M5. MALONE:  (Ckay. Soit's like generic.

DR LIANG In fact, we use it nedically
w thout having to make "a diagnosis,"” necessarily.
It's not one of these things where we would use it,
t hi nking that we knew the pathogenesis or anything
else. It's a synptomatic relief, though

M5. MALONE: Ckay. So you're using pain
in a generic tern?

DR. LIANG That's ny cut on anal gesics

M5. MALONE: Ckay. But if on a specific
over-the-counter -- you know, on the | abel where they
put "for use for" -- if you're naking --

CHAI RMAN PETRI: Ceneral pain, headache,
dysnenorr hea.

M5. MALONE: Yeah, but if you're making
the specific claim you have to have data to back that
up if you're nentioning a particular disease or
ailment, in ny book.

DR. LI ANG | would be smart and not do
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it. | would just tell people this is a general pain
relief nmedication.

CHAl RVAN PETRI:  Let ne have Dr. Wi ntraub
remnd the commttee again about the |[|abel for
anal gesics. Dr. Hyde.

DR HYDE: Yes. For things that are under
the tentative nonograph, you know, they're specified
as being recogni zed as anal gesic and are given a |ist
of indications which they're allowed to use.

For products that were NDA that then went
over the counter, typically they were studied in a
coupl e of pain nodels, usually being dental and post-
operative, but fromthat they're allowed to generalize
to, you know, things other than specific things it
states, such as O RA and dysnenorrhea. Those need to
be investigated separately, but otherw se, you know,
it's recogni zed as an anal gesi ¢ and nost of the things
that hurt you are where it should work.

So, you know, | guess traumatic conditions
m ght not necessarily be studied. You know, over-
exertion, nmuscle pains mght not necessarily be
studied, with the general consensus being that things
that are anal gesic and standard nodels, you know, in
our experience it's quite reasonable to extrapol ate,

and we do.
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CHAl RVAN PETRI :  Comment fromthe audi ence
first. Then Dr. Max.

MEMBER OF THE AUDI ENCE: Al Sunshine. Dr.
Hyde, | think you raised a very inportant point about
what nodel. For OIC anal gesics, | think the suggested
nodel s are dental pain, the pain of sore throat which
| think, by the way, is best treated probably with
penicillin rather than anal gesics to prevent rheunatic
fever, but we'll |eave that aside, nuscle aches and
pains. Then you have headache and dysnenorr hea.

As Dr. McGath pointed out, in the 26
years that the nonograph is under consideration things
have changed, and surgery has noved as an outpatient
-- | mean patients go honme very quickly, and many
surgical procedures are done in anbulatory care
facilities. So the decision of what anal gesic to take
is left -- after an operative procedure is left in the
out pati ent environnent.

| woul d suggest that the coomttee and the
FDA consider adding post-operative pain as a pain
i ndi cati on.

The other thing is the patient selection
you have is a relatively young one. Dental extraction
is done average age 25. Sore throat is a disease of

younger people as a rule. Dysnenorrhea is in the
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chi | dbearing age range, and older patients who are

taking this nedication are really left out.

| would also -- Since there are a |ot of
rheumat ol ogists in the room -- ask if OA is a
consideration as a pain nodel. They have nore
experience than | in that, but | think that is an area

that affects a lot of people, and as we know, the
aging population may respond differently than the
younger popul ati on.

CHAIl RVAN PETRI:  Dr. Sunshine, | think Dr.
Brandt brought up that point about OA not having the
met hodol ogy at this point. Dr. Brandt could you just
respond again?

DR BRANDT: Wth regard to rapid acting?

CHAl RVAN PETRI: I n other words, defining
the time to nmeaningful pain relief for OA. You don't
think the nethodology is available at this tinme?

DR BRANDT: Vell, with our Ilimted
experience, that was correct, but I'm not sure that
rapid onset of action is inportant in the chronic of
osteoarthritis either.

CHAIl RMVAN PETRI:  Dr. Max.

DR MAX |f you decided to select a
single nodel to get a nonconparative tinme of onset

and, say, you pick dental pain, which is a reasonable
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choice, | think you need to further specify a -- There
are standard trauma scales for the nunber of teeth
extracted, a certain range of trauma scale to equalize
it. CQherwise, I'll be advising industry tonorrow to
t ake one upper tooth out.

CHAI RMVAN PETRI : W all agree that the
nmet hodol ogy nmust be clean. Now | think it would be
unfair to end wthout giving people a chance on
guestion 4.

So what types of conparative product
clainms could be allowed? Mny people -- | told you to
table the faster. So now |I'm going to all ow people
just to say whatever they would like to say. So al
those of you who have been quiet -- Dr. Fernandez-
Madri d.

DR. FERNANDEZ- MADRI D:  None.

CHAI RVAN PETRI: None. Anyone el se have
a thought here? Renenber, if it is possible with a
met hodol ogy to define that range of onset as
meani ngful pain relief, statistically you could all ow
a conparative claimif the ranges do not overlap. So
let me ask Dr. Tilley if she could respond
Statistically, this could be done?

DR TILLEY: There are nethods to conpare

these distributions, but the i ssue woul d be the nodel,
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which is, you know, if you' re making this conparative
claim are you testing -- you know, what nodel are you
testing it in, and who are these patients?

CHAIRVAN PETRI: | think the commttee --

DR. TILLEY: It's just the sanme issues
that we face anyti ne we nake a conpari son of any drug.

CHAIRVAN PETRI: So | think the commttee
is concerned that the nethodology is not there, but if
it were, conparative clains could be done. Dr. Sinon.

DR. SI MON: Wth the caveat that
statistics may not be clinically inportant. So, yes,
we coul d perhaps distingui sh between one and anot her
product, but a consuner would never know the
di fference.

" mvery concerned about legitimzing the
effort to do that. On the other hand, |I'mal so very
concerned about the devel opnent of technol ogy that can
actually allow us to understand the effectiveness of
t hese agents and the efficacy of these agents.

CHAI RMAN PETRI: Dr. Max, then Dr. Tong.

DR MAX: | think if the FDA wanted to get
into conparative clains, the only thing that makes
sense to ne is to sel ect one standard preparation that
mght be -- that's likely to be available for the

next, say, ten years to create a level playing field
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and say this drug is ten mnutes faster than standard
i buprof en made by such and such a pl ace.

If one is just concerned with a claimthat
Advil wants to claimthat they' re faster than Tyl enol
or Tylenol is faster than Advil, |I'd be happy to | eave
that to the courts. |If they can do a trial and show
that they're faster than the other and put an ad in
the paper or TV and have it stand up, | don't see that
we need to get into that.

CHAIl RMAN PETRI: Dr. Tong.

DR. TONG Related to the question about
clains and what Dr. Sinon was saying, it's been really
instructive today to discuss this issue of what's fast
and faster, but |I'mrem nded of ny nother-in-|aw who
asks nme nore often what does powerful and nore
specific nean, rather than what's faster. She can
understand that one, but as a pharmaci st she's asking
me, tell ne about nore specific and nore powerful, and
| hope this group may not want to address that.

CHAl RVAN PETRI @ Your point is well taken,
and let's refer back to our previous discussion. W
all wanted to know t he percent of responders, and we
want ed to know duration. There are so many things
that are equally as inportant.

If we get into this, then I think those
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have to be enphasized just as much. Dr. Hyde has a

coment .

DR. HYDE: In response to that, 1'd like
to say -- | nean, the things that don't really nean
anything we're not too concerned about. | guess it's

the things that consunmers m ght attach significance to
that would be our concern. Are they really getting
information they think they are getting?

CHAI RMAN PETRI : |"'m going to ask Dr.
Weintraub if he'd |like to make sone cl osing remarks
for this norning' s session.

DR VEINTRAUB: | sort of w sh sonetines,
Dr. Petri, you didn't know ny nane.

This has really been very instructive for
us. It shows you the conplexity of the issues we have
to deal with. On the other hand, | do rem nd you that
this is early in the process, and it's only about
anal gesics; but this is not going to go away, and we
can't disregard it, and we're going to have to take
sonme kind of action.

You know, | would like, too, to say we're
not going to handle this. W're not going to pay any
attention to it, but | don't think so. | think we
will have to pay attention to it, and we will have to

handle it.
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| do want to finish up by saying that the
di scussion this norning has really been very hel pful
to us. | think John and Linda would agree with ne
that many inportant points were brought out, very
rem ni scent of sonme of our sessions that we had
internally, but it's good to see that we're just --
that the problens we face are generalizable.

It made us feel good that you had trouble
with the sane things we had trouble with and w shed
that certain things would go away and w shed that
certain things would -- you could handle certain
things in a clean manner, but anyway it has been very
hel pful .

CHAl RVAN PETRI:  Now we wi |l adjourn, and
we wll reconvene at 1:30 to take on acute versus
chroni c pain.

(Wher eupon, the foregoing matter went off

the record at 12:15 p.m)
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AF-T-EERNOON S E-SSI1-ON
(1:31 p.m)

CHAI RVAN PETRI : This afternoon we're
going to be tal king about the pain claimstructure for
chronic and acute pain, and 1'd like to turn it over
to Dr. John Hyde who is going to give us an
i ntroduction and overview of this afternoon's topics.
Dr. Hyde.

DR. HYDE: kay. Thank you, Mchelle
This has sone simlarities to this norning's --

CHAI RMAN PETRI: Not too nuch, | hope.

DR HYDE: Sone differences. This is also
sort of the opening cell, though, inthe initiative to
devel op sone gui dance concerning the pain claim So
this is the first step, and it's not anticipated that
we wi Il conclude everything today.

Sone differences as far as the notivation
and sort of a conplenent to this norning's session --
It more cones from sone concerns we've had inside the
agency, but with sone conponent of inquiries we've had
fromoutside as well.

It mght be useful just to recap the
current basic framework for anal gesics. The usua
application that would be ainmed at an analgesic

i ndication, and there are sonme guidelines in the back
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of the materials you' ve been handed out.

It usually would include -- What we ask
for is replicated studies and two pain nodels, and
typically what we'll get is actually several denta
pain studies, often several post-operative/post-
surgical, orthopedic being a common exanple, post-
operative pai n nodel s.

Dysnenorrhea is frequently used, although
that is recognized as a separate indication and would
be so indicated in the |abeling. QA and RA, while
they are painful conditions, have specific guidelines
that this conmttee has | ooked at and worked on, and
are recogni zed as specific indications.

So that the typical application wll
i nclude probably half a dozen or nore actual anal gesic
studies, and in conjunction with that there will be --
|'"m sorry. | should go back and say usually the
dental nodel are usually single dose studies. Post-
operative usually involve nmultiple dose for a nunber
of days.

Then there wll be a safety database
frequently in OA patients, but not for the OA
i ndi cation necessarily, and it may be a mxture of
other chronic pain conditions to get a safety database

for the drug; and depending on the type of drug, it
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may range fromlike one to three nonths typically for
narcotics and usually up to six nonths if it's an
NSAI D.

The outconme fromthat will be |abeling,
and that includes an indication for pain, not
otherwi se qualified. Now -- and that's part of what
we want to discuss today. You know, do we want to
change that and nodify that?

We have sort of inconsistently sonetines
qualified the pain, mld, noderate, severe, usually
with sort of the coding that severe neans sone
situation where an opioid would generally be used. So
nmost of the NSAIDs wouldn't go up to that. They would
either not quantify the pain or el se would not include
severe pain in that.

Recently, we've also had sone Iimtations
to acute pain, and specifically we've had acute
pr oduct s. Bronfenac and also toradol have
restrictions in the duration of the uses, primarily
based on safety concerns with the drug, but the
commttee may want to discuss the efficacy aspects of
t hat, too.

So anyway, the reason this is comng up
for the conmmttee is there's sone aspects of this we

haven't been conpletely confortable with, and we want
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sonme further discussion of.

One case in point would be neuropathic
pain, and we sort of generally recognize that the
t hi ngs we approve for pain don't necessarily work for
neur opat hic pain, and what should we do about this.
s the situation adequate? Should we quantify it?
Shoul d we do sonet hing special w th neuropathic pain?

Anot her issue that's on the agenda is the
acute versus chronic. Except for the recent cases, we
haven't done anything -- we haven't specified it in
any particul ar way, and one issue for discussion is do
we want to recogni ze these as separate indications and
| abel them separately, study them separately? How do
we want to deal wth that?

One of the reasons to consider this is to
provide possibly sonme incentive for st udyi ng
specifically chronic pain conditions. Under the
current situation, as long as you get a pain claim
you could still do the dental studies, do a few post-
operative studies, and then go and sell yourself as
the | ow back pain drug. There's currently nothing
really to stop that approach

Another issue has to do wth the
multiplicity. If we decide that we really want to

subdi vide pain clains, there's a question of how far
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do we want to go, you know, divide it out into
subt ypes; and there's a potentially wunlimted
subdi vi sion you m ght want to do. How are we going to
deal with the -- Can we nmake sone rational groupings?
Can we set up criteria for studying broad groups?

Finally, this sort of feeds into sone
other initiatives within the FDA The FDA is
currently working on a general efficacy docunent to
deal with some of the issues of multiple indications,
in particular, trying to nove away to sone degree from
the formal requirenent of replication of studies in
each particular indication, and looking if there are
rel ated indications that could be used to bridge or
work together to get a specific indication.

So sonme of the discussion today, | think,
will help feed into that and shape that discussion.

Now the purpose today is not really to
cone to final conclusions on these, but really just to
put these questions before you and before the public
and to begin the discussion.

Now if you are troubled by the lack of
data this norning, it's even worse this afternoon
because there really isn't nmuch in your jacket; and
because of the way the indications are set up, we

really haven't seen themstudied too nuch differently
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fromwhat we currently do.

So it's going to be partly a phil osophi cal
di scussion at this point, but | hope we can get
sonet hi ng useful out of that, too. A so, if you want,
there are sonme questions here, but if you have other
questions that you think we need to consider and put
before the public, please feel free to add that, too.

Anot her thing: |If you have suggesti ons on
what ot her next steps we mght take to hel p address
t hese issues, that would be fine as well. So let the
di scussi on begi n.

CHAI RMAN PETRI: Thank you. 1"l ask us
to focus the discussion on the questions, and again |
will invite audience participation, encourage it.

The first question is: How should pain
clains be categorized? Let's first discuss the issue
that Dr. Hyde brought up, acute versus chronic pain

Maybe we could start off with are there
different types of pain or are acute and chronic pain
simlar enough that we can group it? Let's
specifically think about this idea: Can you have an
indication for pain if your only studies have been in
acute pain nodel s?

Let me start with Dr. Laska.

DR. LASKA: This is a difficult one to
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comment on in the absence of specific pain studies
whi ch show ot herwi se, but in the studies of chronic
pain -- we heard one this norning fromDr. Brandt --
where failures occur, they tend to occur nore often in
the chronic pain situations where you can't tell drugs
apart that you thought you were going to be able to
di sti ngui sh.

That happens for a variety of reasons,
some of which are specul ative and sone of which are
absolutely -- don't rise to the |evel of speculation
-- sheer guesswork.

So | don't believe that this is an easy
one to answer from the point of view of philosophy.
| believe it's data driven again, like much of the
coments this norning. But in the studies | have seen
of chronic pain where the nodel s have been consi stent
with acute pain, the paraneter values tend to | ook the
sane. Things get to have an effect difference of
around the sanme size, but the level of failures goes
way up when you conpare drugs of chronic pain |evels.

You can't tell apart things that you
t hought you were going to be able to distinguish.

CHAl RMAN  PETRI : Can you comment on
whet her it shoul d be possible to get an indication for

pai n based only on studies in acute pain nodel s?

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.
(202) 234-4433 WASHINGTON, D.C. 20005-3701 (202) 234-4433




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

191

DR. LASKA: No, | don't think | can
comment on that.

CHAl RMVAN PETRI:  Dr. Max.

DR MAX First, to start wth, what
there's data for. The only drugs for which you can
conpare acute pain and chronic pain studies are the
NSAlI Ds, acetam nophen and the opioids. There, there
are a nunber of conditions.

These drugs all work for many acute pain
conditions, and they work for cancer pain, various
arthritides, vari ous chronic nmuscul oskel et al
di sorders. So there is a reasonable correlation
t here, but once you leave that, there are al nbst no
published trials, and it's only now that there are a
group of new drugs com ng out, and there's a raft of
new drugs.

| nmean, every nmajor conpany has sone
dr ugs. Then you get into a fundanental scientific
guestion, which is: |Is pain one thing, all kinds of
pain having simlar nechanisns, or is it many things?

The truth is no one knows the answer yet
in the absence of a body of clinical trials. 1 can --
The academ cs tend to be splitters, and I work in a
group, nore than half of which are basic scientists.

So academ cs tend to be splitters, and there's a | ot
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of information.

Certainly, neuropathic pain is different
in mechanisns than other kinds of pain, because
there's a distinct anatony. Once you injure a nerve,
you have sprouting of the neuroma at the injury site
whi ch has ectopic discharges. You have di scharge from
the dorsal root ganglia, and you have changes in the
central wring.

There are specific anatom cal differences,
and there are sone differences in drug responses in a
smal | nunber of academc trials, but if you tal k about
other pain conditions, there are sone reasons to
believe that -- the basic scientists would have you
bel i eve visceral pain mght be alittle bit different,
sone slight differences in the anatony in the
phar macol ogy comng out, but there's no body -- There
are essentially no <clinical trials aside from
dysnmenorrhea published in chronic visceral pain.

| just asked -- Before this neeting |
asked Jerry Cephardt, the |eading basic scientist in
visceral pain about this neeting. He said, we can't
generalize nmy findings fromthe gut to the bl adder.
| mean even to generalize fromone visceral pain to
another is not sonething you could do.

So -- and there just aren't studies
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conparing acute and chronic pain with the other

conpounds to allow that validation. |If you take even
neuropathic pain -- that's been a main focus of ny
research for 15 years -- there's very nice correlation

with a fewdrugs, with tricyclic antidepressants work
and have simlar efficacies and simlar individua
drugs correlate well between di abetic neuropathy and
post - her peti c neural gi a. However, we've just done
sever al studi es W th NIVDA bl ockers W th
dext romet hor phan and found a differential response.
DHN di dn't respond.

Wth N AV we've conpleted a couple of
large trials in AIDS related neuropathy where
tricyclics didn't work at all. The biggest group of
all with neuropathic pain are those -- probably ten
ti mes as nmany peopl e have neuropat hic pain from spinal
root conpression, cervical or lunbar, than wth
di abetic neuropathy; but there are al nost no clinical
trials whatsoever, and | would hate to gi ve soneone --
gi ve a conmpany an indication for general neuropathic
pain. They ought to be studying neuropathic spina
pain if they want a general indication.

So the answer is there really is --
There's just not the data, and when | sat around at

meetings with drug conpanies with sonme of the | eading
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basic scientists, and the conpany says here we have a
fantastic new drug. It's a lizard venom from South
Africa, and it works in this rat nodel of neuropathic
pain, visceral pain, arthritis pain, etcetera. Wat
conditions should we study it for in chronic pain?

You know, the nost  brilliant Dbasic
scientists in the world say, how the hell should we
know? There is no data. W just -- W really don't
know.

So | think in general we're going to need
anot her ten years of clinical trails to see what the
ki nds of general patterns are. Qur pack includes a
very nice piece of work by the OTC group for a few
years ago, but they had about 10,000 published
clinical trials, and they could see where you can
general i ze and where you can't.

There just isn't any clinical work, and
the basic data is very -- at the beginning.

CHAI RVAN PETRI : But to summarize, you
don't think that we can split acute and chronic pain,
but you think there's enough information to split off
neur opat hi ¢ pai n?

DR MAX: Well, each one is a discussion.
| think one needs to be very snall and data driven in

what you approve. | think it's a danger to give
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approval for a drug for a large category like -- |
don't like chronic pain as an indication for a drug,
because it would foreclose clinical research on the
many ki nds of chronic pain.

| f we say you study chronic bl adder pain,
and you get an indication for chronic bl adder pain.
That will leave an incentive for the next year for
sonmeone to study chronic gut pain or chronic arthritis
pai n.

W have no basis for generalizing at this
poi nt .

CHAI RVAN PETRI: I n rheunmatol ogy, we have
an exanple of fibronyalgia, a chronic pain condition
where antidepressants hel p nore than NSAIDs woul d. An
exanpl e, acute versus chronic pain being approached in
a different way.

let me ask Dr. Brandt to summarize his OA
experience as a good exanple of a chronic pain.

DR. BRANDT: Well, I"'mnot entirely sure
what you nean by summari ze ny experience, but | guess
we should say that the issue that we addressed a few
years ago was whether there was superiority to an
anti-inflanmatory relative to a sinple analgesic
acetam nophen in palliation of palliation of knee pain

in patients with noderately severe osteoarthritis.
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W | ooked at an anti-inflamatory dose of
i buprofen, an analgesic dose of ibuprofen, and
acetam nophen in a dose of four grans a day for a
four-week trial. The results of the study indicated
no clear superiority of the anti-inflammtory versus
the -- either of the anal gesic reginens.

| think the other -- | think that was a
four week study. W have no data there wth --

CHAI RMAN PETRI: Was there a pl acebo?

DR. BRANDT: No, there wasn't a pl acebo
i ncl uded there. Al'l  of those have been tested
previ ously against placebo, and been shown to be
superior to placebo.

W could not -- Even in those patients who
had i nfl ammati on histol ogically on synovi al biopsies
in one group or clinically on the basis of physica
exam nation, we couldn't predict the superiority of
the anti-inflamatory reginmen over the analgesic
regi mens.

| think the -- Qur interpretation is that
the origins of pain in osteoarthritic joints are
mul ti ple, and synovial inflammtion, even when it's
present, is not necessarily the origin of the pain.
It may originate from bone. It may originate from

muscl e spasm from capsule, etcetera, etcetera.
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| think beyond that, the other point |
woul d make is that -- and | think this has rel evance
toclinical trials and to patients in those trials --
that there have been -- It's been shown that there are
a nunber of nonpharnmacol ogi ¢ neasures, sone of which
are very routine in clinical practice by primary care
docs and specialists, that are as effective as either
anal gesic or anti-inflammtory nedications in
synptomatic treatnent of OA

The results of the conparative clinica
trial | just nentioned, in fact, | think, should have
been predictable, because while there had been up
until that point no head to head conparison of an
anti-inflammatory versus an analgesic in QA there
were several studies conparing one anti-inflamuatory
-- one NSAID with another with another, and in many
i nstances the conparator was |buprofen in a dose of
1200 m I ligranms, which was, in fact, one of the arns
of our study, and 1200 of | buprofen which m niml --
| think people would agree -- mnimal anti-
inflammatory effect was as effective in those other
trials as anti-inflammatory doses of other NSAI Ds,
i ncl udi ng phenyl butazone in a dose of 400 mlligrans
a day.

So | think in this particular context the
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issue is -- | think our perspective would be that OA
has an el enent of inflammation very often, true, but
for synptomatic relief it may not be necessary to
treat that inflammation. Wether that inflammation in
the long run does harm in ternms of driving the
progression of joint damage is a separate i ssue which
those studies can't address, and | think it's stil
very much open to question, but dealing wth
pal liation of joint pain and synptons, there are those
data and others that woul d support that.

Clearly, individual patients do better in
sone instances with an anti-inflammatory than with an
anal gesic, but | don't know how to predict which
patients those will be.

CHAI RVAN PETRI : Could you also just
updat e everybody on the conmttee about things such as
capsai cin, an exanple of sonething we would use for
osteoarthritis which we would never use for acute
pai n?

DR. BRANDT: Yes. Sone people woul dn't
use it for osteoarthritis. There are three or four
studi es, placebo controlled studies, which have shown
efficacy of t opi cal capsaicin application in
conparison with the placebo; and the placebo was a

l[ittle tough, since there's burning that devel ops with
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| ocal application in half the patients at |east who
recei ve capsaicin, but studies of hand OA, studies of
knee QA have pretty consistently shown sone efficacy.

In nost of those studies, the capsaicin
has been added to a base of NSAID or analgesic
t herapy, but there was a study by Altman in which it
was tested as nonot herapy and was al so effective.

CHAIRVAN PETRI: So | think we're starting
to get exanples of different approaches to acute and
chronic pain. Dr. MG ath.

DR. M CGRATH: Patricia MG ath. | just
wanted to say that | think that at present we don't
have the information to support the termchronic pain
as neaningful. | would say it's neaningless in terns
of a category for pain clains.

Dr. Max nmentioned the issue with respect
to neuropathic pain, but | think that you can nmake
that sane issue with respect to a lot of different
types of pain that would fall wunder the rubric of
chronic pain, and that perhaps in any kind of |abeling
pain clainms, we need to really | ook at features that
woul d be -- features of a pain conplaint that would
respond to that particular anal gesic category in the
sanme way that initially we tal ked about pain, mnor to

nmoderate pain associated with X, Y and Z for sone
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| abel i ng.

There could be features that are
associated wth inflammatory pain that go along with
sone chronic pain conditions, but | think the nane by
itself really does not connotate a specific enough
meani ng for this.

CHAI RMAN PETRI : Can you give us an
exanpl e of how you would start to do that? What are
the features of what we now call chronic pain that

woul d allow us to better categorize it?

DR. MGRATH:  Well, | think sonme have to
relate to nechani sns. So we're talking -- | guess
when | talk about nechanisns in differentia
di agnosis, | think nore of prescription type drugs

rather than OTC, and that may not be relevant for this
conversation

If you are looking at, for exanple,
aspirin, acetam nophen, nonsteroidals in general,
there are features of inflammatory pain. There are
features on cancer pain, for exanple, where you woul d
be wusing traditional opioids as well as those
cat egori es.

So there may be sonmething to do with pain
typically associated with -- and then name a

condition. Does that hel p?
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CHAIl RMAN  PETRI : Vel |, as a pain
specialist, if soneone conmes to you with what | would
feel confortable calling chronic pain, how do you
di ssect it, and does that dissection then determ ne
what nedications those patients wll take? Dr. Mx?

DR. MAX The standard nmethod that the
pain specialists, along with pain scientists, are
trying to teach the generalists in witing textbooks
is to sort out the pain by tissue.

So if you see sonmeone who says | have pain
deep in ny back and there's no cl ear understandi ng of
what it's from you try to say is this comng from
nerve? Is it nyofascial? Is it comng from nuscles?
Is it comng frombone to joints? Is it comng from
vi scera?

G ven that classification, then you | ook
at the list of drugs that you know work for that.
Neuropathic pain -- now there are clinical trials to

show six or eight different classes of drugs work. So

you'll try those, if you think it's nerve.
If it's myofascial -- | nean, all we've
got are tricyclics and Flexeril, you know, pretty

much. Visceral pain, there's very little. So we try
to sort it by tissue. W tried to sort out the

presence of inflammtion or not.
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Anot her very common distinction now is
there's the -- In many kinds of pain, there is central
sensitization, which is a central counterpart of
peripheral inflammation where the neurons -- the gain
is turned up, and there are sonme drugs being
i ntroduced that may relieve that.

It's very difficult in an individual
patient if you don't have two days of quantitative
sensoring testing in a lab to establish that, but
that's about where we're at right now, and theory goes
ahead of firm know edge.

CHAI RVMAN PETRI: Dr. MG ath?

DR MGRATH: | think that vyou've
explained it very well, and | would al nost | ook back
and say, froma |ayperson's viewpoint, | mght view

acute pain and sone of the clains that we us for sone
of the OIC analgesics as really being a very clear
nodel in terns of peripheral activation of no
susceptive afferents, a clean system as clean as it
can be in general. Whereas, in chronic pain you have
a variety of etiologies, wusually the multiple
etiol ogies as you' ve just nentioned.

You can have -- and you have to really
al nost |1 ook at the nechani smin deciding what category

is going to be best for which patient. | think with
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headaches, for exanple, there's <chronic daily
headaches, that a patient could come in wwth a | ot of
the synptomatol ogy of sonebody who had recurrent
t ensi on headaches, and yet the diagnosis and the pain
conplaints -- sonme people m ght consider those both
chronic conditions if the patient had had tension
headaches frequently, but the actual drug you would
give woul d be very different, depending on -- Probably
you give tricyclics to one person and anal gesics to
anot her.

So | think it really has to do wth
characterizing the systens involved in chronic pain in
a different way than acute pain.

CHAl RVAN PETRI : Now the nessage |'m
getting so far is that you do think that there is
probably both a basic science and a clinical reason to
differentiate acute and chronic pain.

There's a comment fromthe audi ence.

MEMBER OF THE AUDI ENCE: I'd like to
comment and see if | can frame this debate.
Certainly, I think Mtchell Max and Patricia MG ath
have -- My nane is Najib Baboul. [I'mwth Cyrex.

Certainly, Patricia and Mtch have franmed
the debate appropriately in ternms of some of the

i ssues that we need to look at. | mean, | think if we
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t hought we had chall enges in the norning in exploring
the issue of onset with acute pain, we've got out work
cut out -- the conmttee has got its work cut out this
af t er noon.

If we look at the current approach to
| abeling for pain, certainly one can nake a reasonabl e
case that that has served us well, in that you get an
approval for pain -- a general pain managenent
approval, and then the CLIN form section provides the
clinician with the guidance in terns of its actua
utilization in practice.

Certainly, on could nmake the case for sone
degree of additional specificity to the claim
indication, and it's not unreasonable to have franed
the debate in the context of |ooking at specificity
with respect to intensity and chronicity; and to the
extent that we tend to think of acute pain, chronic
pai n, neuropathic pain perhaps as a subset, and cancer
pai n, that would on the surface appear reasonable, but
| would caution the conmttee in ternms of generali zing
chronic pain as a pharmacol ogically honogenously
responsi ve group.

Let me just illustrate the point. | would
argue that it is probably reasonable to expect that,

if you |look at a clean nodel of nociceptive chronic
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pain, that an NSAID or a drug that reproducibly is
effective as an analgesic in acute painis likely to
denonstrate efficacy in that chronic pain nodel.
However, | would also argue that, if we were to | ook
at chronic pain versus acute pain, many of these drugs
that will be effective in clean nodels of nociceptive
chronic pain would not be effective in a |arge nunber
of other chronic pain nodels.

M/of ascial pain is one exanple where there
is virtually no data. Fi bronmyal gia is another pain
state. However, if you were to study it in OA you
woul d likely find a responsiveness.

So I t hi nk t hat this arbitrary
categorization in acute and chronic pain probably is
not likely to serve us very well in terns of
predi cting the pharnmacol ogi c response to drugs.

CHAl RVAN PETRI:  But | et ne chal |l enge you.
VWhat is the next step?

MEMBER CF THE AUDI ENCE: Wl I, | woul d say
agai n that one can nake a reasonabl e case, and | think
one of the things that it would be worthwhile know ng
is what are the problens with the current approach to
| abel i ng where we obtain a general nmanagenent of pain
indication and, to the extent that one w shes to

pronote a drug for a specific pain state -- for
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instance, if one were to look at chronic |ow back
pain, then in fact you would have to show evi dence,
you know, to the satisfaction of the agency wth
respect to, you know, advertising for that indication.

So what | am saying is that myofascial
pain has generally denonstrated not to be terribly
responsi ve to pharnacol ogi c agents. Fibronyal gi a has
denonstrated not to be terribly responsive and, you
know, Dr. Max has just indicated to us that there are
agents whi ch may denonstrate efficacy in post-herpetic
neural gia but perhaps not denonstrated efficacy in
di abetic neuropathy or sonme other neuropathic pain
st at es.

So | think we need -- Cearly, we need
nore studies in specific pain subtypes, but to
categorize the data into acute, chronic, cancer and
neuropathic -- Neuropathic, | think, as a group
probably is worthwhile |ooking at separately, but
chronic pain runs the risk of allowing for utilization
in pain states where no data exists.

CHAI RVAN PETRI:  Dr. Max. Thank you. Dr.

Max.

DR. MAX: M suggestion is based on the
situation that right now NIH and academc -- the
academ ¢ community supports pain research -- chronic
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pain research only in a few areas. There's a
smattering of neuropathic pain research, and virtually
no clinical research in any kind of visceral pain, G,
@U, gynecol ogi cal, etcetera.

You know, there is, obviously, arthritis
research. | think -- and industry 1is very
conservative. You know, for their clains they've been
using tine tested nodels, and they are very |loathe to
devel op a brand new nodel if they don't have to.

So industry gets a new anal gesic. They'l|
do themin dental nodel and other surgical nodels, and
these days they may have -- if it works in rat
neuropat hic pain nodels, they may try it in diabetic
neuropathy, but it |eaves nost of the pain conditions
fromwhich we suffer unstudied.

Physi ci ans, we have no information on how
to study it. So | would propose using a claim
structure as an incentive to (get i ndustry,
particularly small conpanies, to study to get a bit of
a niche with good research

|'"'m afraid, if you have a chronic pain
i ndication, then the big rich conpany mght get a
general indication and overwhel mthe market with their
funds, wth resources, with advertising; whereas, if

you said you have to just come in with a well
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demarcated group |i ke, say, bladder pain or diabetic
neuropathy or -- then a small conpany could cone in
and do maybe one trial with dose response in that
condition, and there would be nmuch greater incentive
to get nore facts.

It mght be that ten years from now we
woul d have enough data to create a nore general
structure, but I"marguing for this incentive to get
nore dat a.

CHAl RMAN PETRI: Ckay. Dr. Brandt.

DR. BRANDT: May | ask a question, just
for information, because the speaker fromthe audi ence
used the term chronic nociceptive pain. \%%
under standing of chronic pain fits nore what Dr. Mx
described wth structural changes, with sprouting and
changes in dorsal root ganglia in spinal cord.

Is there a clinical situation of chronic
noci ceptive pain wthout seeing those changes?

DR MAX: Well, the word nociceptors neans
receptors that pick up noxious stimuli. |It's comonly
used in pain jargon as either nociceptive pain or
neuropathic pain, which nmeans either sonme tissue
damage which rather normal nerve structures are
signaling or there's injury to nerve and the pain is

sonet hing of an illusion.
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So noci ceptive pain leaves a -- is a very,
very broad category that just nmeans viscera or joints
or bone is injured.

DR.  BRANDT: But with chronicity, wth
duration, does that not result in <changes in
structure?

DR MAX: Well, there are I ots of changes.
Now we're getting past that to specific nmechanisns.
For instance, there are many, many anatomnm cal changes
if you injure a nerve that | just nentioned, but even
inflammation -- Cdifford Wlfe's group recently
publ i shed a paper in Nature and showed that w thin one
day of injecting a rat's paw with a noxious -- wth
Freund's adjuvant or sonething like that -- the
phenot ype of white touch neurons, peripheral neurons,
changes, and they suddenly start meki ng substance P
which is a pain -- one of the pain neurotransmtters.

In chronic pain there are sone recent
papers, one in Lance showing that in <chronic
degenerative di sk disease they now see a network of
peripheral fibrous sprouting into the degenerated disk
that have | ots of substance P

So, yeah, there are many, many changes,
and there are sone argunents for differences between

pai n syndrones. There are sone reports in the
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literature fromUC San Francisco, for instance, that
primary afferents that conme from viscera have
different -- a higher proportion may have various
peptides in themthan fromjoints.

There's certainly not consensus on any of
t hose, even at the basic science |evel.

CHAl RMAN PETRI : So Dr. Max, can you
summarize for us? There's not enough data now to

split, but there wills be?

DR MAX: There is alnmost -- Yes, there's
al nost no data. However, there are -- There's a raft
of -- There are a trenmendous nunber of very

i nteresting new conpounds that industry is devel opi ng.
There are new ani mal nodels and new physi ol ogy, and
they are going to be in clinical trials in the next
five years.

| think, partly, the results of your
choice on this will determ ne whether we get the sane
old stuff and know very little nore about, say,
visceral pain or |low back pain or whether there's
incentive to go in and do that, because if a conpany
wants to go into a study of, say, neuropathic spina
pain, the first study may be a conpl ete bust.

There is no nodel for them to follow

They may waste half a mllion dollars or a mllion
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dollars unless there's going to be sone reward for
t hem So to get into all these issues to see if
uterine pain is different fromgut pain is different
from bl adder pain, various neuropathic pains are
different, there needs to be sonme incentive.

| think industry may lead the way in this,
because, you know, N H needs sone devel opi ng process
to get into this area.

CHAI RVAN PETRI: |I'mnot sure that we're
reaching any kind of conclusion. It seens very clear
that wthin a few years there wills be nore data.
Isn't it possible to have such an indication ready and
waiting for that data? Dr. Koda- Ki nbl e? Dr.
Fer nandez- Madri d?

DR, FERNANDEZ- MADRI D This is a very
difficult question, and | think addressing the
guestion of acute versus chronic pain -- | believe
that fromthe clinical viewoint they are different.
| think I would support what Dr. Brandt said about
osteoarthritis.

Even in osteoarthritis, it is not enough
to say osteoarthritis. The natural history of the
di sease tells us that -- the patient may have many
years of osteoarthritis with intermttent synptons.

The intermttency of the synptons have relevant -- are
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rel evant for the design of the trials.

In stage three or four osteoarthritis, the
synptons will be clearly permanent and related to
wei ght bearing or effort and so forth. | think this
is a conpletely different problem

I n r heumat oi d arthritis I t hi nk
i nflammatory pain, when the patient is active, it's
conpletely different fromthe pain that the patient
experiences in stage three or four disease, that it is
there all the tine and will not really disappear. So
this behaves in many different ways, different from
t he acute pain.

Now there are -- The unrestricted general
pain nodel is appealing, first because there is no
really data to support splitting. Second, the
specific indications that you nentioned may be
artificial, and also we have to consider that in the
treatment of pain we are dealing wth a patient, and
the patient is not a test tube.

W have many ways to treat pain in
addition to pharmacol ogic agents. W treat patients'
pain with heat, with electrical stimulation, wth
injections, wth antidepressants, with a variety of
di fferent things.

So | think this is a very conpl ex thing.
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| would be inclined not to split at this tine and to
approve drugs or continue to wusing drugs in an
unrestricted form letting the nedical profession and
the patients, the consuners, to decide what drugs are
good for what conditions.

CHAl RVAN PETRI: Let ne challenge Dr. Max
again, though. W're going to be able to split in the
future. There is going to be an incentive if those
i ndications are out there to allow people to split and
have an indication for different kinds of pain.

Wiy not try to set up that kind of thing
now?

DR. MAX Well, | guess ny concern is
woul d granting a drug an indication for chronic pain
decrease the incentive for, say, that conmpany to do
nore studies in adventurous nodels or would it
decrease the market. |If a conpany is spending $200
mllion a year to pronote their drug for chronic pain
and say give it for everything, would it detract from
the market for a conmpany that went out and studi ed,
say, bl adder pain?

CHAl RVAN PETRI:  Well, | guess |'m asking
don't we have to start sonewhere? Dr. Sinon.

DR. SIMON: | kind of wonder if this is

not the sanme question as witing a tax law to create
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soci al policy. You know, are we going to actually
wite or recommend regulatory environnments that are
going to encourage industry to look at sonme very
inportant questions that are biologically very
interesting and to hel p us understand nore about that

ki nd of pain?

In asking that question, | wonder if |
want to get back to the issue of, if we -- Isn't one
way of asking this question by saying, well, what

about durability of response, so that whatever your
met hodol ogy is that you're using to ascertain pain
relief, if you neasure it at the beginning when it
relates to acute pain and you neasure it constantly
over a six nonth period to determne by patient
analysis it's the same response in that patient in a
chronic situation, then that would really give you the
sanme kind of answer without trying to drive industry
to do things that perhaps they are not that interested
i n doing as opposed to what the N H shoul d be doi ng.

Sol'ma little concerned about that, and
| would |ike sone advice and education from peopl e who
think about this as to whether or not a durability of
response study mght not give us the sane kind of
information in the chronic situation that acute

studies give you in the acute situation.
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CHAI RMAN PETRI: Ckay. Does Dr. MG ath
have a comment ?

DR. M GRATH: Just again that | think
right now to take the [ abel chronic pain, to ne, and
use that as a claimif something has been shown to be
safe and effective for one particular type of chronic

pain is m sl eadi ng.

Chronic pain -- I'mnot sure that we even
all nmean the same thing by chronic pain. | assune we
mean a time -- unlimted pain, unlike the pains that

we had tried to talk about this norning being tinme
limted, being presumably a synptom of tissue damage
that woul d | esson naturally.

We're now tal king about a long term pain
t hat maybe do, regardless of the site -- for exanple,
| ow back pain, that may be due to a nunber of
different systens' interplay and a nunber of different
mechani sns.

So ny concern would be to take one type of
chronic pain with one particular set of nechani snms and
then generalize that that product would be safe and
effective for anyone with un-tinme limted pain would
be sonewhat m sleading. That's ny concern about the
di chot ony.

CHAl RVAN PETRI:  But our current systemis
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al so m sl eadi ng, because our current system would
suggest that things that are approved based on acute
pain trials are going to work for the different kinds
of chronic pain.

Are we getting closer to the truth in
ternms of basic science by starting to split? Well, we
all understand there are probably many different kinds
of chronic pain, but should we start that splitting
process?

DR. MAX: Well, one inportant difference
is that it's clear that the two nmain classes of drugs
that are covered by the existing situation, NSAl Ds and
opi oi ds, happen to have very broad spectrum
activities, that they work on many ki nds of pain; but
the drugs that are being introduced in clinical trials
now, |ike substance P blockers or South Sea snail
toxi ns, konotoxins, or a variety of other drugs --
there are many drugs with very specific mechani sns
that may not have this broad spectrumactivity, and it
may be wrong to assune that they do.

| nean, to give you an exanpl e of a danger
in even a smaller category: If I were advising a
conpany for a study on neuropathic pain and you |et
t hem do, say, one diabetic study and one post-herpetic

study and get a general neuropathic pain category, |
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woul d advise themto send their detail nen out and try
to market the drug for radiating pain from spina
di sease; because there are ten tinmes as many or 20
times as nmany patients.

That would be totally spurious and not
based on fact. So there are many cases -- The
tricyclic antidepressants work for several Kkinds of
neur opat hi ¢ pain, but have been conpletely ineffective
in six studies of |ow back pain that's not radicul ar.

You know, there's no evidence of
effectiveness for themin acute surgical pain. So |
think we need to be a bit agnostic and ask to see the
dat a.

CHAI RVAN PETRI: Wl |, renenber that Dr.
Hyde has not limted us on splitting. | nean, | think
our first questionis to split or not to split, and if
we're going to split, you know, how many nodes are we
goi ng to have.

There's no reason why we couldn't split
of f radicular pain from peripheral neuropathic pain.

DR MAX:  You know, | would go for general
neuropathic pain category, if you included one
radi cul ar and one other. That sounds reasonable to
ne.

CHAl RVAN PETRI: W have a few peopl e who
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are silent here. Dr. Liang

DR LIANG | was afraid you would call on

| think that we're saying there is no data
or perfect understanding of mechanism So we're back
at, | think, the goal of trying to call the sane thing
by the sanme nanme so that we could discuss it, subset
it, blah, blah, blah.

So it really doesn't matter to me how many
axes you want to define it, but | think that
intuitively there's pain, and then you want to
describe it in many ways. One of the, | think,
critical ways -- one of the critical dinmensions or
axis of descriptionis howlong it is, whether it's
remttent, constant. Those are all, | think, comon
sense terns that we could operationally define and
just get people to use the termnology in the way we
define it until we know better.

We shouldn't |let perfection be the eneny
of the good. W should get it on paper, live with it
for a while, do some studies, etcetera, etcetera. |
don't think tal king about it is, you know -- At sone
| evel, at sonme point, we nay be able to define these
truly by underlying nmechanism That's, you know, the

dream but you know, even before we knew about
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di abetes as an autoi nmune di sease, we tal ked about
pol yuria, polydipsia, polyphagia. That was pretty
good, you know, because it's relatively honbgeneous
gr oups.

Then we got to the | evel of understandi ng, you
know, the pancreas and the beta cell and so forth. So
| think we're at the |evel of phenonenol ogy and that
we shoul dn't make a big deal out of it, but we should

do it in a way that we can all talk about the sane

t hi ng.

CHAI RMAN PETRI: Dr. Laska.

DR LASKA: | wanted to nmake two points on
Dr. Sol onmon's question about long term-- issues of

long term studies and isn't it enough to see if it
wor ks over tine.

It's curious that for pain that |lasts for
a long tinme -- call it what you like, chronic or
ot herwi se -- what you really end up studying are the
conpliers, and anong the conpliers the response rate
is high. You can't tell anything from anything el se.

You tell the effect of a drug against
pl acebo, because of the early dropouts. Then the
inference is on these data itens that are extended out
under the assunption the response never would have

gotten better is what will enable these anal yses to be
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conpl et ed.

In reality, you re not seeing differences
because of this problem

Second, | think there is a difference
bet ween the question of whether a general anal gesic
can be called an anal gesic for chronic pain than the
question of a particular substance that's useful in
one mnor area and the question is whether or not it's
a general analgesic for the two ends of the spectrum

| think the easier one is whether chronic
-- whether drugs that have been shown to be acute
general purpose analgesics in the acute area -- can
t hey be | abeled for chronic use independently? That's
one, | think, nore easily addressable.

CHAI RVAN PETRI : Any comments from our
industry representatives in the audience? Splitters?

Now | think -- Seeing none, | think it
m ght be useful to go around the table and have peopl e
tell me whether they're a splitter or a lunper, and a
very brief explanation why. So let ne start with Dr.
McKinley -- sorry, Dr. Brandt.

DR. BRANDT: |I'ma splitter.

CHAI RVAN PETRI : If you can nove the
m crophone a little bit closer.

DR. BRANDT: | think I would advocate
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splitting, because | think these conditions are -- |
don't have confidence that what is effective in one
situation is going to be effective in another, a | ot
of because of the ignorance that we have about these.
So I'm reluctant to sinply generalize with the

assunption that this is going to work across the

boar d.

CHAl RVAN PETRI :  Thank you. Dr. MKinl ey-
G ant .

DR. MKI NLEY- GRANT: | would say I'm a
splitter. | think the disease -- W have to really

| ook at the diseases that are causing the chronicity
of the pain, and so you get the acute pain and the
chronic pain. They may be really different diseases,
and | think the neuropathic pain is in a different
category, too, of being nore of a chronic.

So | would say | was a splitter

CHAIl RMAN PETRI: Dr. Tong.

DR TONG I'd be a splitter on this
situation here. |'mthinking about -- In the over-
t he-counter situation, | mght tend to be nore of a
| unper, but | think we're tal king about sone very
specific i1ssues here that doors are going to be
opened, and we need to be exploring them

So over-the-counter, I'd be a |unper.
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think prescription-wise, I'll be a splitter here.

CHAI RMAN PETRI: Dr. Call ahan.

DR CALLAHAN. [I'ma splitter, and for the
reasons that were stated before about the real
differences in the time, unlimted as wth acute
versus chroni c pain.

CHAI RVAN PETRI: Dr. Fernandez- Madri d.

DR.  FERNANDEZ- MADRI D: For the reasons
t hat have been nentioned before by ny predecessors,
I"ma | unper.

CHAl RVAN PETRI:  Figure that one out. Dr.
Koda- Ki nbl e.

DR. KODA-KIMBLE: |I'ma splitter for the
reasons of different pathophysiologies, but also
because |' mconcerned that in chronic pain these drugs
are going to be used repetitively and chronically, and
|'"mnore interested in toxicity and what those effects
are over tine.

DR PUCINO Frank Pucino. I'ma splitter
al so, nostly because we already have agents |ike
ketorolac that we've already categorized as acute
pain. So we set the precedent for the acute setting.
Way not the chronic?

CHAIRVAN PETRI: |I'ma splitter, for the

basic science reasons, and I'm wlling to keep on
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splitting every time basic science teaches us
sonet hi ng nore about chronic pain.

|'"m also a splitter, because | want to
encourage industry to develop drugs in this area. The
greatest frustration that | face as a rheunatol ogi st
right nowis the treatnent of fibronyalgia. W need
help, and if splitting is going to give industry an
incentive, I'mall for it.

Dr. MG ath.

DR MGRATH It nmay be this corner of the
tabl e, because |I'm comng full circle -- maybe the
wat er .

I"'m still a splitter basically, but |
really appreciate the comments everybody has made, but
in particular a potential solution to the problemthat
could integrate lunpers and splitters.

I f we | ook at the acute pain nodel, one of
the features that we use to try to lunp things
together was that the main issue was pain severity.
W knew it was tinme limted, and we tal ked about m|d
to noderate pain as probably being the relevant
di mrension for |unping together products that would
help tine limted pian.

" mwondering if what we can do is help to

sift out the relevant dinensions of chronic pain and

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.
(202) 234-4433 WASHINGTON, D.C. 20005-3701 (202) 234-4433




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

224
| ook at | unping by those categories which would put us
alittle bit ahead of having to wait for lots and lots
of new data, because we already use those pain
features in diagnosis, etcetera, and it would be a
starting point.

So I'"'mboth right now.

CHAI RMAN PETRI: Dr. Sinon.

DR SIMON. We're not around yet. | think
that | continue to believe that there are differences
bet ween acute and chronic pain, that they are hard to
measure. W participate in osteoarthritis pain trials

that are different than dental pain trials.

So |I think that they are doable, and
they' re distinguishable. | think the safety issue is
a critical poi nt, particularly as we're now

confronting several of the nonsteroidals that are
bei ng used as for specifically pain, and finding | ong
term use is extrenely dangerous as opposed to acute
sudden use and one tinme use.

| also believe that neuropathic pain is
very different. |'"'m frustrated by that equally as
much as Mchelle is frustrated by fibronyal gia. Thank
God, | don't see as many patients with fibromnyal gi a.

Then fundanentally, I'mnot sure we shoul d

be doing social policy here, and I'm not sure that we
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shouldn't let the marketplace, the NIH the science
drive the issue and not regulate that particular
i ssue.

There wll be conpanies devel oping
products for indications, because the market is there,
and | don't think it needs to be a regulatory issue.
So a splitter, chronic versus acute pain. | think
neuropathic pain is an excellent dropoff point for
that, in particular, and |I'm particularly driven by
the toxicity issue.

CHAIRVAN PETRI: Dr. Tilley.

DR TILLEY: | guess | feel | don't have
sufficient data to answer this question, and | woul d
tend to really -- There's nothing to preclude, as |
understand, a manufacturer frommaking a claimfor a
specific disease now, if they wish to do that; but |
woul d have to see that kind of splitting nmandated,
gi ven what |' m hearing.

There's still sort of, you know, not a | ot
of good evidence as to how to do the splitting
effectively.

CHAI RMAN PETRI: Dr. Liang

DR. TILLEY: | guess it makes nme a
splitter soneday, if there was a way to do it, but

right now I just don't see it, and | would hate to
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mandate a policy without data that would nake it
useful .

CHAI RMAN PETRI: Dr. Liang

DR LIANG | wll split into four |unps,
which is that | would omt any descriptor that inplied
mechani sm unl ess we actually knew. My lunps would
include roughly sone notion of intensity of the
tenporal profile of this noxious synptom the
duration, and then yes or no, whether there's a
clearcut stinulus and whether it's tinme limted.

CHAl RVAN PETRI: Ms. Mal one, can you take
this from the consuner's point of view? Does the
consuner want us to split or |[unmp?

M5. MALONE: Well, fromny own experience
with both chronic and acute pain, | find that the
medi cations that | would use for in exacerbation woul d
just be too toxic to be using for chronic pain.

So | think you need to split.

CHAI RMAN PETRI: Dr. Morel and.

DR. MORELAND: |I'ma splitter. | won't
reiterate the reasons, but | in general agree with the
reasons for splitting.

CHAIl RMVAN PETRI:  Dr. Max.

DR MAX: I'ma splitter for now | think

there are sone issues that would need to be thought
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t hr ough. For instance, if you only approve a drug

for, say, interstitial cystitis pain and it's probably

good for lots of things, wll doctors be able to --
wll patients be able to get it paid for?

There are reinbursenent issues as well

that mght play into this, and | don't know how t hey

fall out.

CHAI RMAN PETRI: Dr. Laska.

DR. LASKA: | would second the | ast
remark. | think it's not a good idea to |abe

sonet hing specifically for an indication when it's a
general analgesic. One can advertise it and nmake it
sound like it's special to this problem and that
woul d be a m st ake.

So | don't think a classification of
splitters or lunpers is relevant until the issue
before the house conmes to the floor. For those kinds
of cases, | don't think you can split. It would be
wrong, but for others | think it's essential.

CHAI RVAN PETRI: So you're sonewhat of a
splitter?

DR, LASKA: | think it really depends on
the question, on the two sides. A drug that only
works for one indication has to be split out, whether

it's chronic or acute, and a drug that works for many
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or nost, it would be wong to sinply get a claimfor
one of those indications.

CHAIRVAN PETRI: Dr. Blew tt.

DR. BLEWTT: Well, just speaking for
chronic pain, | think that there's a paradigmin acute
pain in ternms of what the agency has concluded as to
the way these drugs are studied.

You can use a nodel such as dental pain to
support a general pain claim but they have deened
that specific studies in headache and nmenstrual pain
are necessary if you want to nake that claim | can
see that that could be done as well.

| guess I'mkind of a cautious splitter,
and |'m speaking, | guess, nore for nyself here. In
chronic pain it sounds fromwhat |'mhearing fromthe
experts that there are obvious differences in chronic
pai n, but that many of them are also alike.

It sounds |ike neuropathic pain is
di fferent than chroni ¢ neuronuscul ar pain and vi sceral
pain. So, you know, there may be differences there,
but the agency can | ook at these again on a case by
case basis and determ ne whet her, based upon the known
or perceived pathophysiology of these entities,
specific studies are needed in those cases.

It would seemto ne that there can be a
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paradi gm for general chroni c neuronuscul ar pain such
as the osteoarthritis nodel.

CHAl RVAN PETRI :  Thank you. Dr. Hyde, let
me ask you, are you copacetic? Have we discussed
gquestion 1 to your satisfaction?

DR HYDE Yes, | guess I'mstill alittle
-- Let's just take a specific scenario then to make
sure | understand the sentinent.

Say we got, you know, the traditiona
m ni mal application for an anal gesic, you know, a few
acute studies, sone chronic safety data maybe wth
sort of a wishy-washy efficacy aspect to it, conparing
it to sonmething. Wat would the commttee think would
be the appropriate indication to give that then, just
an acute pain clainf? |Is that what |'mgetting from
this?

CHAl RVAN PETRI:  Shoul d we ask for a show
of hands? How many think that that particular
application should only be approved for acute pain?
Those who agree acute pain only, please raise your
hands. Those who think it should still get a general
pain indication, if the only studies are acute, please
rai se your hands.

So there's your answer.

DR. TILLEY: Sone of us abstained from
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t hat .

CHAI RMAN PETRI:  Well, yes.

DR. HYDE: Al right. Then say one
particularly studied, you  know, say diabetic
neur opat hy or sonething, you know, to give it that
claim | guess sort of sentinment, even though people
are saying that they're lunpers, I'mnot quite sure |
got that dichotony there.

| guess are there any -- Currently, the
sentinment then is that nost would not really grant a
general chronic pain. It would have to be for
specific entities. s that what the sentinent of
splitting was?

CHAl RMAN PETRI : Vell, | think we're
saying that we're cautious splitters, that we expect
the data to become forthcomng to allow you to split
based on basic science.

DR MAX: | would add, | think -- | would
say | would give a general neuropathic claimif they
did one study in spinal radicular pain and one study
showing efficacy in something else, in peripheral
di abeti ¢ neuropat hy, post-herpetic neural gia.

CHAI RVAN PETRI : Now that's actually
getting to question 2. So let ne read question 2 for

everyone.
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What study designs and study details
should be required in terns of nunber of studies, pain
nodel s, duration of study, etcetera, to support
efficacy and safety clains for the pain indications as
i sted under question 17?

So | think we felt pretty confortable
splitting neuropathic pain. So, Dr. Max, you feel
that that should be split again into, shall we say,
radi cul ar and ot her?

DR MAX: Well, I think it should be split
into the standard di agnosti c category whi ch peri pheral

symmetrical diabetic neuropathy is one category, HV

rel ated neur opat hy IS anot her, post - her peti c
neur al gi a. There are many conmmon diagnostic
categories which -- This really needs to informthe

clinician who is prescri bing.

So | think it should be the term nol ogy
they are using. As | said, if one wants a genera
neur opat hic pain category, | would include a radicul ar
pain, because that would be new territory, and it
woul d enconpass the | argest group of patients.

CHAl RVAN PETRI:  But what if they did not
have a successful study for radicular pain? You would
still want to allow them -- right? -- to get the

neur opat hi ¢ i ndi cati on?
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DR MAX: No. No. No.

CHAI RVAN PETRI : well, what about all
t hose di abetic neuropathics out there who need a new
drug?

DR MAX: Then they could get -- Then they
should do a study in diabetic neuropathy, and it wll
get approved for diabetic neuropathy.

CHAI RVAN PETRI: Ckay. So you're going to
have a general neuropathic indication, and that would
have to include radicular?

DR MAX:  Yes.

CHAI RMAN PETRI: And then you woul d have
a specific one. Perhaps you would have a radicul ar
only, and then the disease entity only. So we're
really splitting here.

DR. MAX: This debate has been -- There
are about 50 published trials in various types of
neur opat hi ¢ pai n. So the database for non-opioid
non- NSAI Ds in neuropathic pain is way bigger than the
dat abase for fibronyalgia or visceral pain apart from
dysnmenorrhea. But that's still -- It's still a big
| eap.

CHAI RMVAN PETRI : Ckay. So discussion
about this neuropathic indication. Dr. Liang

DR. LIANG Well, actually, this is not
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conpletely --

CHAI RVAN PETRI: M crophone, pl ease.

DR. LI ANG | think we're doing sone
magi cal thinking here. | mean, nost people wth

chronic pain, irrespective of nechanism w |l usually
get sone acute pain drug at sone point or in addition
to whatever they're being tried for chronic pain.

| would inmagine that, you know, it's a
t ough enough problemthat any indication for anything
t hat sounds neuropathic wll be tried in all the other
conditions, irrespective of what we put on the |abel,
and | would think that's appropriate. It's a trial
and error thing that the individual patient and the
physi ci an have to decide. So --

CHAI RVAN PETRI: But do you support the
i dea of having a neuropathic pain indication?

DR LIANG Yes, but | wouldn't go down --
| wouldn't drill down saying that this is only

all owabl e for a diabetic --

DR. MAX: Vell, 1'm sorry. We're not
saying you can only prescribe it for diabetics. It's
just that, if the only study is in diabetic
neuropathy, | would not want the FDA to sanction

they' re pronoting a drug for every kind of neuropathic

pai n.
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CHAI RMAN PETRI: Dr. Laska.

DR. LASKA: | think it's instructive to
review the history of the OIC indications and where
that came from There was a tine when you just had to
produce two studies in any pain nodel to show that the

anal gesi ¢ beat placebo to get an indication. Then we

started debating -- this debate has gone on for many
years anong the anal gesic guidelines people -- what
el se did you need to show. | nean, after all, it's

not enough, just any two studies in any pain nodel.

So there was a nore definitive approach
taken, and that has energed in the |last go-rounds to
now we need three clains of pain, dysnenorrhea,
headache and sonme ot her kind of pain.

Now | wonder whether there's too nmany
drugs that have cone out on the marketplace or have
been studied in which all three were really required
before you could draw the inference that that drug was
a general anal gesic.

The nore hurdles that are put out, the
harder -- that are put in front of a drug conpany to
get a drug approved, the less likely anybody is
willing to nmake that investnent. Before you now start
throwi ng one nore pain type after another to be able

to say sonething is a general analgesic, the |ess

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.
(202) 234-4433 WASHINGTON, D.C. 20005-3701 (202) 234-4433




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

235
likely you're going to get good drugs. It's too
costly to make this kind of investnent.

| think the evidence has to be on the --
t he shoe has to be on the other foot. Before you
demand a particular kind of pain be studied, you have
to argue whether that pain is different, and naybe you
exclude indications in a |labeling rather than say the
ot her way around, you nust study it.

CHAI RVAN PETRI: This could be an extra
hurdle, couldn't it? Sonmeone could have the
i ndication for general pain, and then could further
show that their drug has efficacy for neuropathic
pain. So |I'm not suggesting that this be an
either/or.

Dr. Sinon.

DR SI MON: One dissenting possibility
woul d be an indication for general pain based on X
nunber of trials that we all would agree on, but why
shoul d there be an indication for yea or nay regardi ng
neur opat hi ¢ pai n?

Instead, it would -- the market pl ace woul d
decide that unless it was a safety issue, and then
because of the issue that it won't be wused in
neuropathic pain if it doesn't work. Wiy would the

regul atory issue require proof of it working if, in
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fact, it works in other painful areas?

VW have that circunstance now. | nean, we
use drugs in various different ways. Agai n, do we
want to use the regulatory environnent to drive people
to do the studies Dbecause we're Dbiologically
interested in thenf

|"m very biologically interested in it,
but I"mnot entirely sure | want to use the regul atory
environnent to get those studi es done.

CHAI RVAN PETRI: Dr. Max wants to reply.

DR MAX Yes. | disagree with your
strategy of letting the marketplace decide about
chronic pain. | find it -- The placebo response is so
high, and 1've found it so difficult to understand
that that -- 1'll give you an exanpl e.

| have no idea whet her NSAI Ds are of any
benefit what soever in neuropathic pain.

DR SIMON. Oh, | do. Now | don't wuse
t hem anynore, because they don't work. So the reality
is that | didn't need to have a clinical trial prove
that to ne, and that's ny point. |'mnot suggesting
that you don't have a bar, but |'m suggesting we
shouldn't use the regulatory environnent to get an
i ndication for a subset kind of pain.

The popul ous wi ||l decide that. Physicians
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and health care providers may or nmy not use an
anal gesi ¢ under certain circunstances, because it just
doesn't work.

CHAl RVAN PETRI : Lee, I'm going to
strongly disagree. |I'min favor of clinical trials,
because although we <can learn through «clinical
experience, it takes us a long tine.

DR SI MON: Mchelle, |'m not against
t hat .

CHAl RVAN PETRI:  The consuner is going to

have to go out there and buy six or seven different

t hi ngs.

DR SI MON: Mchelle, |I'm not against
clinical trials. | want the clinical trials to be
done. |I'mjust not sure the regulatory environnment

should stinmulate those clinical trials to be done.
That's ny only point. 1'd love to see the clinica
trials.

CHAI RVAN PETRI: Dr. Weintraub

DR.  VAEI NTRAUB: One of the things that
will help -- and I'm going to be like a pseudo
comm ttee nmenber. You know, | threw off ny jacket.
|"ma conm ttee nenber.

CHAI RVAN PETRI: Are the other commttee

menbers supposed to take off their jackets?
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DR.  WEI NTRAUB: | changed a little bit.
But tell me this, Mtchell. Up to now, the only drugs
that work in sone of these syndrones that we're
tal ki ng about, particularly neuropathic pain, are not
traditional anal gesics. They are not genera
anal gesics. They are not.

| nmean, they're anti-epileptic agents,
anti-depressants. They are old drugs for another --
for something else in which will get their indication.
But anmong the newer ones, you could probably tell ne
much better than | can tell you, are there any
traditional analgesics that will give general effects
on pain where they should be giving general -- should
be treating neuropathic pain, diabetic pain, etcetera,
etcetera, etcetera?

DR. MAX: Well, it looks like opioids --
There are a nunber of big studies going on, but so far
fromthe published data it |ooks |ike opioids relieve
neur opat hi ¢ pai n. The old Hood database estinmates
that in cancer pain about 75 percent of the efficacy
shown i n neuropathic pain has been shown in bone pain
or other pain.

NSAIDs -- there's just one single blind
study in diabetic neuropathy of ibuprofen and

sul i ndac. A problem of clinical experience is the
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best of these drugs -- there are about six or eight
classes |'ve | ooked at. On the average, they reduce
pain 20 percent conpared to the pain at the end of the
pl acebo peri od.

So it's such a nodest effect. These drugs
are al so nediocre. It's really tough for even the
experienced clinician to get a good inpression when
the placebo response mght be 40 or 50 percent. At
20, it's tough, but for the nost part, you're right.
There are nostly nontraditional anal gesics that have
been | ooked at.

DR. WEI NTRAUB: And the newer ones, too,

or not?

DR. MAX: The newer ones are -- you know,
all sorts -- Well, you're hearing about themin your
pre-1ND neetings. Yes. | nean, for instance, there
are big -- Mwny drug conpanies are interested in

sodi um channel s, because these sprouts now have an
abundance of sodium channels that are trying -- a
number of conpanies are trying to get peripherally
sel ective sodi um channel blockers to shut this off,
because the general |idocaine affects brain and heart,
and it's too dangerous. Xyl ocaine is too dangerous.

So there are sone very specific drugs that

t ake advantage of specific changes in that nodel. On
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t he ot her hand, there have just been two studies with
gabapentin in diabetic neuropathy and post-herpetic
neur al gi a wor ked agai n about 20-25 percent reduction
in pain conpared to placebo, and there is sone
evi dence that has sone general action at the spina
cord gate. Anything, injury, inflammtion in rats
that tunes up the gain that causes hyperalgesia is
reduced in sone non-opioid way by gabapentin. I
haven't seen published acute pain studies.

So there are exanples of things that may
be general and nmay be very specifically tied to the
anat ony.

CHAI RVAN PETRI: So again the topic that's
on the table right now is whether we're ready to
recommend a general neuropathic indication based on
one study of radicular pain and one study on other
neuropat hic pain. Oher discussion?

| really don't know where the commttee is
standing on this. So | think I'll go around again and
ask people to give ne their individual answers. Dr.
Br andt .

DR. BRANDT: Yes, | would give a genera
i ndication for those two.

CHAI RVAN PETRI: Ch, so you're in favor of

a neuropathic indication, one study radicular, one
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study other. Dr. MKinley-Gant.
DR.  McKI NLEY- GRANT: | have a question
Does -- Do we have to give an indication before the
phar maceuti cal conpani es can do studi es?

CHAl RMVMAN PETRI : No, of course not.

DR. MKl NLEY- GRANT: Ckay. | mean, it
seens like | feel like I"'min a very awkward position
of, you know, deciding this. | mean, | think there's

definitely a need for studies for neuropathic pain.
| mean, we have a -- but |ike Mke was saying, many of
the drugs are not anal gesics, at |east the ones that
we' ve used so far.

So | think studies need to be done for
neuropathic pain. Let nme put it that way, and that
drugs need to be devel oped.

CHAIl RMAN PETRI: Dr. Tong.

DR TONG | agree with Dr. G ant and Dr.
Br andt .

CHAI RMAN PETRI: Dr. Call ahan.

DR. CALLAHAN: | agree that studies need
to be done.

CHAI RVAN PETRI: Dr. Fernandez- Madri d?

DR. FERNANDEZ- MADRI D:  No.

CHAI RMAN PETRI: Dr. Koda- Ki nbl e.

DR.  KODA- Kl MBLE: | support studies for
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neur opat hi ¢ pai n.

CHAI RVAN PETRI : | see how the question
got changed here.

DR KODA- KI MBLE: Vell, | nmean |'m
presuming this is not the hurdle to get a drug
approved or sonething. | mean, they mght be, you
know, approved for general analgesia, but if they did
t hese specific studies --

CHAl RMAN  PETRI : You would allow a
separate indication?

DR. KODA- KI MBLE: - - a separate
i ndi cation. Yes.

CHAI RVAN PETRI:  Thank you. Dr. Pucino

DR PUCINO Yes, | agree.

CHAI RMAN PETRI : I'"'m in favor of a
separate indication for neuropathic pain. Dr .
MG at h.

DR. McGRATH. I'min favor, and | think

the criteria that were proposed are very reasonabl e
and appropri ate.

CHAI RMAN PETRI: Dr. Sinon.

DR. SI MON: I|"'min favor of neuropathic
studi es being done. | don't understand the criteria
that need to be applied to determ ne whether they're

successful or not, and I'"'m still not entirely sure
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that we should be using this as an indication to get
t hem done.

CHAIRVAN PETRI: Dr. Tilley.

DR. TILLEY: | agree with Dr. Gant and
Dr. Madrid.

CHAI RMAN PETRI: Dr. Liang

DR. LI ANG I'm in favor of apple pie
studi es for pain.

CHAI RMAN PETRI: Ms. Mal one.

M5. MALONE: | think studies need to be
done if you're going to indicate it for neuropathy.

CHAl RMAN  PETRI : But as a consuner
representative, you would be in favor of a separate
i ndi cation for neuropathic pain for drugs that maybe
did not pass the general pain indication?

MS. MALONE: Yes.

CHAI RVAN PETRI: Fine. Dr. Morel and.

DR. MORELAND: | agree with the separate
i ndi cation for neuropathic.

CHAIl RMVAN PETRI:  Dr. Max.

DR MAX:  Yes.

CHAI RMAN PETRI: Dr. Laska.

DR.  LASKA: It's always good to have
studi es.

CHAIRVAN PETRI: Dr. Blewtt.
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DR. BLEWTT: Well, | don't choose to
coment on the specific study requirenents, but as |
said earlier, it does sound like it's a different kind
of pain.

CHAI RVAN PETRI: Now |l et ne open this up
for other study designs. Are there other areas where
peopl e feel ready to suggest a study design or study
details? Dr. Max.

DR. MAX: One thing, it may be that when
people try to do studies -- Wien we were tal king about
chronic radicular pain, acute radicular pain is a
conpletely different kettle of fish

It may be that people -- drug conpanies
will go out a few years from now and find you just
can't get these studies done. Drugs are great in
di abeti c neuropat hy. It seens to work for lots of
patients, and this is a rotten popul ation. | mean
t hese could be reconsidered if it is a dunb idea.

CHAI RVAN PETRI: That's call ed progress.
Dr. Si non.

DR. SIMON:  But the problemis you can't
really reconsider, once it's a regulatory issue. It's
a very difficult supertanker to turn around. That's
the dilemma of getting into the regulatory

environnment, and so, therefore, | caution everyone who
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is supporting indication issues from that point of
Vi ew.

Yes, doing the trials is great, but | want
to ask a question about osteoarthritis, because it
seens to me we've sat around this table and [|'ve
participated in studies |ooking at signs and synptons
of inprovenent in osteoarthritis.

To ne, pain IS a synptom  of
osteoarthritis, and to ne those studies are typically
long term relatively speaking, conpared to dental
pain trials, and thus perhaps, to ne, that's a chronic
pain study. Maybe it's not, but | think it is.

So it seens to nme, we've got plenty of
nodel s out there for |ooking at chronic pain in other
situations. These drugs have been indicated for pain
relief.

| think that the environnent of new drug
devel opnment, like Dr. Wintraub suggested, would
generate all of the efforts because of the issues
regardi ng the marketplace, the interests of how many
patients who are out there with neuropathic pain who
are not being nade better, and industry would be well
advi sed to address that issue so that they can enrich
their coffers and nmeke their stockhol ders happy.

So all of that is going to drive all of
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this. Wat's not going to drive this is a regul ated
environment that's going to drive everybody crazy and
can't be changed easily as things go on.

CHAI RVAN PETRI: Wl l, let nme ask Dr. Hyde
to respond to that.

DR. HYDE: Ckay. Well, I think it's not
so much a matter of what we would require. |It's what
we wouldn't grant in response to sonething. You know,
if sonmeone were to study a specific entity -- | nean,
we woul d have to recognize that, if it nmade sense.

So the idea of, you know, a neuropathic
indication -- | guess our question would be how much
woul d we generalize within that category. | nean, if
you did two di abetic neuropathy studies, you know, we
woul d have to say it works for that.

The question addresses, you know, how
general could we nake at |east that category? Can we
study a couple of representative types and maybe make
a broader clain? So that's useful

| guess one question |I'd like to, you
know, put to the conmttee: If there were to be a
general chronic anal gesic, you know, we wouldn't -- |
think we could identify a category, that we woul dn't
necessarily require it working in a neuropathic nodel,

but it would be recognized that, you know, it was
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[imted in some way in what we neant by the chronic
anal gesi ¢ or chroni ¢ non-neuropat hic pain or chronic,
you know, sonehow or otherwise limt it.

The value of this -- In sonme ways there
woul d be sone incentives. Another consideration for
us, although not all that great a scientific issue, iIs
the advertising aspect of it. If we don't have
anything in particular that we would require for an
i ndication, we're sort of hard pressed to say you
can't claimit.

You know, if you currently have the pain
i ndi cation and you go out there and say this is, you
know -- use it in your neuropathic; this is a patient

profile and would be a good patient for our drug

W're not in a good position to say, well, you know,
no, you can't, because this is pain. It's indicated
for pain.

Qur argunment is alittle weak. If we able
to say, well, you know, here's our neuropathic

i ndi cati on. We have a guideline for that, this is

what it nmeans to be effective in that. Then our
position is a little stronger. That may not be a
great consideration for this commttee. It's not a

particularly scientific one, but that's one of the

i ssues we have to deal with, too.
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CHAI RVAN PETRI : O her commttee
suggestions about other specific study designs or

study details? Let nme ask Dr. Max: Wthin your

neuropathic indication -- I"mattributing it to you
now -- how | ong should the studies be?
DR MAX: Well, one issue is should you

al l ow single dose studies. There are sonme published
studies, for instance, of intravenous infusions of
opioids or oral admnistration of opioids or
i ntravenous | ocal anesthetics relieving neuropathic
pai n.

|'"ma bit suspicious of that, because a
| ot of the neuropathic pain, for instance, is much
nmore realistic when you' re out wal king around than
lying on ny table in ny |aboratory with an IV in your
arm So there are trenendous pl acebo responses.

| would really rather see -- CGenerally, |
mean, | would rather see a couple of weeks. There's
evi dence to suggest that the nost sensitive study as
outpatients requires about a week of neasurenents
aver age. Then you need the amount of time it wll
take you to titrate the patient up to an effective
dose, which m ght be a week. It mght be two weeks.
It depends on the drug.

So | woul d suggest that the titration tine
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-- The length of the study should be the titration
time plus a week for the best efficacy neasurenent.

CHAI RMVAN  PETRI : O her thoughts about
| engt h?

DR SI MON:  What about toxicity?

CHAI RVAN PETRI:  Dr. Sinon has a question.

DR SI MON:  What about toxicity in that,
if you're using sonmething in a chronic neuropathic
situation -- for exanple, diabetic neuropathy -- it
likely wll not get better on its own unless the
person | oses their |eg, God forbid.

What do you think about the length of tine
to understand the toxicity issue, and | actually refer
back to what we now have | earned about certain of the
newer avai |l abl e anal gesi c nonst er oi dal anti -
i nflammatory drugs that have no problens in the first
30 days but have big problens after 30 days; and if
you didn't do the studies | ong enough, you woul dn't be
aware of them

DR MAX: Well, the longer -- | nean, 1'd
be interested in the nost data | could get. For
instance, with tricyclic antidepressants, the |ongest
study that's ever been done with themis six weeks,
and we' ve now done a study in AIDS where after eight

weeks the pain really goes away, and naybe -- is this
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real ?

There's always the issue of having nore
safety data. However, what we really need are drugs
for these patients who are suffering, and the nore --
the longer the study you require, the harder it is for
a conpany to do a first study to show efficacy and get
their capital behind them because of the cost of
toxicity studies.

So | think that's -- You know, that's a
toss-up. You can't be unreasonabl e.

CHAI RMAN PETRI: Dr. Liang

DR LIANG | think that's nmuch too short.
My toughest patients are the diabetics, SRDS, and
post-herpetic neuralgia. Especially with the agents
that we're using, which are usually not anal gesics,
it's not a clear dose relationship with the synptom
relief. I'moften diddling with the dose or titrating
to the intol erance |evel.

Wth tricyclics, you know, that can be one
and a half grans, six to 12 weeks kind of thing. So
| think that that's nmuch too short. | nmean, we may
actually mss sone effective drugs, especially you can
caricature what we do now as a gui deli ne.

CHAI RVAN PETRI: Do we have a consensus?

Are we talking two nonths? Dr. Liang. |"m sorry.
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Dr. Koda- Ki nbl e.

DR, KODA- KI MBLE: It seens that the
duration woul d al so be det er m ned by t he
phar macoki neti ¢ and pharmacodynam c characteristics of
a drug. | nmean, if it has a very long half-life and
it takes, you know, three weeks to accunul ate, you
won't see -- presumng there is a level of response of
that, you may not see anything until the drug reaches
its steady state.

DR. MAX: In the 1992 FDA guidelines on
anal gesics they tal k about Phase Il efficacy studies,
and then Phase |1l studies and other safety studies.
So | think one can consider the issues you' re talking
about in terns of safety as a different tier of
studi es.

CHAI RVAN PETRI: | amseparating that out.
Just tal king now about efficacy. Should that be two
months? 1s that a reasonable -- |'m seeing a show of
fingers with three

DR. MAX: | nean, that may be too |ong.
| think, you know, if we could have a drug that worked
over a two-week period, |'m satisfied. | woul dn't
want to shut the door to --

CHAl RVAN PETRI:  No, but you brought up a

concern. Wat if it works for four weeks, and then at
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six weeks it doesn't? | nmean, do we know enough about
neuropat hic pain that we can say that, if it's going
to work, it's going to work in four weeks?

DR. MAX:  No.

CHAl RVAN PETRI : A coment from the
audi ence.

MEMBER OF THE AUDI ENCE: Yes. It's Dr.
Baboul from Cyrex. The comment relates to duration of
eval uation i n neuropathic pain.

| think there's a need to separate out the
safety needs for approval of the drug. Cearly, sone
of the comments we were hearing relate to long term
safety as opposed to tachyphylaxis, you know, a
response to neuropathic pain.

It's likely that nost drugs wll have
anal gesia activity that go beyond neuropathic pain
and, therefore, these drugs wll have in their dossier
a substantial anpbunt of long term safety data. I
think that's a given. Most conpani es realize that
they will be submtting a dossier containing a
substanti al anmount of safety data.

Efficacy-wise, | think | agree with Dr.
Max, that a period of about, you know, a week
certainly is sufficient for evaluation of efficacy.

However, the problemis that it is often difficult to
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ascertain whether you have optimzed the anal gesia
with the drug.

Some of these drugs have dose limting
side effects, requiring a gradual dose escal ation.
Also, | think clinicians need to know whet her these
drugs have reached optimal efficacy at the dose that
i s being suggest ed.

For that reason, | think that a strategy
where you escal ate the dose over a period of weeks,
depending on tolerability, is reasonable. |In a paper
that we have in press in Neurology right now, we
enpl oyed a four-week crossover duration, which is
reasonably consistent with what Dr. Max has publi shed
in the past and, | would say, is not a substanti al
departure fromwhat we do in OA studies.

Certainly, there is sonme di scussion about
QA study duration being increased for specific clains,
but we know that a four-week study, possibly a six-
week study, and certainly no nore than two nonths is
adequate to establish efficacy.

CHAIl RMVAN PETRI:  Dr. Max.

DR, MAX Sonmething |I'm concerned wth
even nore than the length of the study is dose
response. We academ cs have done al nost no dose

response studies in any neuropathic pain condition,
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and particularly since so far we're just getting about
20 percent relief with each, we're going to need to
conbi ne t hem

If you do conbination studies --
conbi nation treatnent on your own, you really need to
know t he dose response curve. So | would require
whether it's in the same study as efficacy or another
study, that you |look at |east two, three doses, you
know, so you really know what the curve | ooks |ike.

CHAI RMAN PETRI:  Dr. Sinon.

DR.  SI MON: | guess we do have sone
i nformation about the length of tinme from efficacy.

If you look at the QA studies again, even the newer

ones -- I"'mpretty struck by the length of tine that
still remains of placebo response, even out to siXx
weeks.

So | would actually be nmuch nore

encouraged by three nonth studies for efficacy, and |
think that that also raises the issue of elimnating
t he i ssue of placebo and giving you nore understandi ng
about the durability of the response and also the

toxicity issue.

| don't -- I"'mnot applying this to the
Phase I-11 trials, which can be nmuch shorter, should
these dose ranging and other control issues be
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i nportant. | think the Phase |1l trials, however,
need to be long enough to get rid of the placebo
response, at least as we understand it, as nuch as
possible, and then to give us as nuch information
about durability of response, which | think is
inportant based on this -- [|I'm not sure it's
tachyphyl axis, whatever that is, but this lack of
response that sonetinmes happens.

CHAIRVAN PETRI: I'll summari ze where we
are on question 2. W really only felt confortable
about expandi ng the neuropathic indication, and there
seens to be sone concerns that three nonths m ght be
optimal for efficacy; but again, it's just for this
one specific exanple and not based on a | ot of data.

| think this mght be a good tine to take
a break. So we'll take a 15 to 20 m nute break, and
t hen reconvene.

(Wher eupon, the foregoing matter went off
the record at 3:00 p.m and went back on the record at
3:18 p.m)

CHAI RVAN PETRI: The next question we're
going to address is nunber 3. For a pain category
whi ch has subcat egori es, how shoul d the subcat egories
be studied and replicated to support efficacy clains

for the pain category?
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Now we haven't actually established a | ot
of subcategories. So | think we better stick with our
neuropathic for this question, which we had subdi vi ded
into radicular and ot her neuropathic.

| think where we left it was we would only
require one study for each of these subcategories.
Now | et me actually ask Dr. Max, is that an accurate
representation of how you viewed this indication? You
woul d get the neuropathic indication for one radicul ar
and one ot her neuropathic study?

DR, MAX: That's what | proposed. Now
there's the issue -- Wiat | said was, | think, the
crucial issue is dose response, and one issue is are
you going to need dose response in each of these
cat egori es.

| think it is reasonable one could kill
two birds with one stone. You could have vyour
efficacy study be a dose response study. So |I'd say
yes. |If we're concerned that, say, radicular pain has
a different pathophysiology than peripheral nerve
di sease, then the dose response m ght be different.

So | would want sone information about
choi ce of dosing in each of those two.

CHAl RVAN PETRI:  Now do comm ttee nenbers

feel unconfortable with this idea that you would only
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need one pivotal trial for each, radicular pain and
ot her neuropathic? In other words, shall we have two
trials for radi cul ar, two trials for ot her
neur opat hi c?

Thoughts, Dr. Fernandez- Madri d.

DR. FERNANDEZ- MADRI D: |I' m unconfortabl e
with one trial

CHAI RMAN PETRI: Dr. Puci no?

DR PUCCNO | agree. One trial for each.

CHAI RVAN PETRI : One trial for each?
Ckay. So we al ready have dissension here. Let nme ask
Dr. Tilley to viewthis as a statistician.

As we split, you know, we're creating nore
of a hurdle for industry.

DR TILLEY: Well, as | said to you at the
break, I"'mreally unconfortable with this discussion
wi thout data. | nean, | really would -- because, for
exanple, one trial or tw trials? |If one trial is
supported by a |l ot of evidence fromother studies that
could be reanalyzed for that subgroup, that's one
t hi ng.

If the one trial is very short duration,
and you really don't know nuch about safety, then
that' s another thing. | guess I'mfinding it very

difficult to come up with sonme sort of rule here, and
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|"mnot confortable with it.

DR MAX: Here's another to add onto that.
What are you going to do with negative trials? You
know, if you have one positive trial and one negative
trial or one positive and two negative trials, how do
you want to handle that?

One solution in the 1992 guidelines which
really pertains to efficacy, single dose efficacy
studies, is to always require a positive control, a
drug that has known efficacy, to test assay
sensitivity.

There are sone tinmes that we do an assay,
and the patients we get or the nethods we use just
don't work, and if you can't separate, say, ibuprofen
froma placebo in this dental study, you just throwin
t he garbage and don't count it against the drug.

So you mght want to nmake a requirenent
that you include a standard, say desipramne or
amtriptyline in diabetic neuropathy; and if that
doesn't show efficacy, you won't count a negative
result against you, but if it's just a clearcut
negative result without -- then you may need extra
evi dence to overcone the negative result. But | don't
knowif we're going to be able to get into these, you

know, fine points.
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CHAl RVAN PETRI: Let nme ask Dr. Hyde. For
sone of these things |ike headache, dysnenorrhea, only
one positive trial is required. |Is that correct?

DR. HYDE: That's for the OIC policy.
Only one is required if they first get the core
anal gesia claim

CHAI RMVAN PETRI : What is the agency's
feeling about comng up with a new indication such as
neuropathic pain? In general, would you favor two
radicular trials to other neuropathic trials?

DR. HYDE: That's been the traditional
stance, but as | indicated, as we reevaluate the
efficacy requirenents, you know, that's sonething that
woul d be entertained, | think. You know, we'd |ike
your input on that. |If we feel diseases are related
enough that one really is a formof replication for
t he ot her, you know, that would be useful information.

CHAI RVAN PETRI : | think also we always
care about the quality of the trial, pivotal trial,
mul ti-center, an active conparator arm

Let me ask for other opinions about this
i ssue of two versus one trial

DR MAX: About the nunber of the trials,
it isn't that arduous for industry when you' re talking

about the dental nobdel, because one can stanp those

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.
(202) 234-4433 WASHINGTON, D.C. 20005-3701 (202) 234-4433




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

260

out, high quality dental trials, all day and spend a
l[ittle extra noney and know you' ve got it.

Di abetic neuropathy studies -- there are
a few dozen done, and they have replicated reasonably
wel | . As | say, radicular pain is -- It may be a
gargantuan task to get one good | ooking trial, and it
may be asking -- You know, it's scared the conpanies
away up until now and scared the academ cs away, and
asking for nore than one may be an awful |ot to ask.

CHAI RVAN PETRI:  This is especially going
to be a consideration for tal ki ng about sone of these
trials being done academcally where it may be very
difficult to have multiple trials.

Dr. Hyde?

DR. HYDE: Yes. Wat about the role of
post - herpetic neuropathic pain? Wuld that substitute
for diabetic in your mnd or --

DR. MAX: Post - herpetic -- As | said,
post - herpetic neural gia has shown exactly the sane
responses to tricyclics as di abetic neuropathy, but we
don't know anyt hi ng about radicul ar pain, and general
back pain has been negati ve.

So | woul d view post -herpetic as anal ogous
to diabetic, that those are two other conditions that

are rather small, that have a few hundred thousand
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people in the country, and you go in and get an
i ndication for post-herpetic neural gia alone or you
could do a study in each diabetic and post-herpetic
and get an indication for post-herpetic and di abeti c,
or you could do post-herpetic plus radicular and then
get a general neuropathic.

The post-herpetic studies are about as
wel | trodden as diabetics, and naybe they're about 50
percent the nunber of patients around. The patients
are older, and there are, you know, nore safety
concerns.

CHAI RVAN PETRI: | think there's a general
consensus that we're close to realization of this
neuropat hic pain indication. The other things we've
tal ked about, trying to subdivide chronic pain, are
going to have to wait until basic science catches up,
but let's talk a little bit about that in ternms of
phi | osophy.

We t hought that maybe basic science wll
be able to define a nyofascial pain nmechanism bone or
joint, visceral pain nechanisns. Once the basic
sci ence has caught up and we think we can subdivide
chronic pain, how many studies for an indication for
a chronic pain subcategory? Let nme ask Dr. MKinl ey-

Grant. Do you have an idea what you would want?
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DR McKINLEY-GRANT: |I'mreally at a | oss.

| nean, | would say one good study should do it, if
you're doing these different categories that are --
sounds nore connective tissue that you're discussing.
CHAI RVAN PETRI: Well, for exanple, for

nyofascial, let's take fibronyalgia. 1|s one pivotal,
multi-center study and active conparator going to be
enough or, as we start to nake these subdivisions
before we really understand -- in other words, have
the clinical science caught up with the basic science,

let's say, shall we have two?

DR MKINLEY-GRANT: |'Il just abstain on
this one. | nmean, | would say one. If it's an
adequate nulti-center clinical trial, it should be

adequate for, let's say, fibronyalgia.

CHAl RVAN PETRI : Dr. Tong, wth your
phar macol ogy backgr ound.

DR TONG | think it's the quality of the
st udy. | mean, we've seen many studies presented,
poor quality, you know, would never stand the
chal l enge of critique. So | would say one, but nore
inmportant, quality, the quality of the study, and can
we get the expertise to make sure that that quality is
assured in the study we see, that we're presented?

CHAl RVAN PETRI : Let ne ask Dr. Fernandez-
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Madrid to take this exanple: A fibronyalgia trial
Wul d you accept one?

DR. FERNANDEZ- MADRID: If it is a multi-
centric trial of high quality with a |arge nunber of
patients and it has adequate power, | would consider
it.

CHAl RVAN PETRI :  Now our pain experts, Dr.
Laska. Do you feel confortable with one trial when
basic science starts to subdivide chronic pain for us?

DR LASKA: | feel unconfortable with the
di scussi on. You know, the business about what
sufficient evidence is in the FDA is undergoing
transition in lots of areas, not just this one

There's a major, nmajor political as well
as scientific issue on this very question on a drug
called nmyotropin for ALS. Wat constitutes adequate
evidence to support a claim is a very serious
di scussion that requires a little nore than opinions.
| think they' re based wholly on adequate | ooks at what
t he dat abases are in the past, and woul d be supportive
of a historical view that this data was enough, and
now that ten years have gone by, we know that data was
enough, because it was true.

|"m not suggesting we need those ten

years. | am suggesting we need a little nore than
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we're up to now to have a yes or no going on an issue
of this kind.

CHAI RVAN PETRI : Dr. Max, any thoughts
listening to this discussion about nunmber of trials
required for a new chronic pain subcategory?

DR. MAX: Not that | haven't said.

CHAl RVAN PETRI : In terns of length, if
there are chronic pain subcategories, your thought
about the length those trials should be?

DR. MAX: Well, as | said, | think that
for the purposes of nost efficient neasurenents, you
should have a week of daily or twice daily
measurenents as the primary outcone, and then the tine
for reasonable titration, and then for a proof of
efficacy -- and then | think it's very reasonable to
ask for longer trials, as Dr. Sinon said, to | ook at
safety and | ook at durability, but --

CHAI RVAN PETRI : But for your primry
efficacy trial, we sort of came to a consensus about
three nonths for neuropathic pain. As we get to
chroni c pain subcategories, does three nonths again
seem - -

DR. MAX Yes. Again for efficacy, |
think three nonths is twice as |long as anybody has

ever done a neuropathic pain study. You know, it's
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very | ong. It's very expensive, you know, for the
primary efficacy studies, and | think it may inpose
quite a barrier for conpanies to get in and do three
nmont hs worth of toxicol ogy.

So |l -- Again, | think that, if |I had a
week of data show ng that a drug worked for viscera
pain, it would be the best data that we've had thus
far for that category. So | would have -- | would opt
for shorter efficacy studies and then, you know, for
sone phase |1l confirmatory studies and safety, you
could do it |onger.

CHAI RVAN PETRI: Dr. Laska.

DR LASKA: The issue of studying chronic
pain over |ong periods of time and demandi ng proof of
efficacy when the conparator -- to prove efficacy as
pl acebo is a difficult one at best. The notion of
getting it through an IRBis a little bit difficult.

So Mtchell's argunent to the point of
shorter studies to show effectiveness really nake
sense. It's very difficult to do efficacy trials with
a control group as a placebo, which is all you really
need. Tough to do.

CHAI RVAN PETRI : So you're arguing for
shorter duration?

DR LASKA: Short term and you m ght ask

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.
(202) 234-4433 WASHINGTON, D.C. 20005-3701 (202) 234-4433




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

266

for another reading at the end where there's no
conparator, if that's appropriate, and it my very
well be. Is the patient still feeling satisfied with
the response? That's a | ow | evel science view of what
is working or not, but to demand closed blinded
clinical trials with conparator drugs that would
i ncl ude placebos is just too tough to do.

DR. MAX: There's a lot of evidence thus
far in the literature that patients with lots of care
in an academ c center where they put a lot of effort
intoit wll put up with three weeks of a placebo up
to -- | mean, we | ose about ten percent of patients on
every six-week study period.

There's no data that people will put up
with nore than that, and particularly if you try to
make it nore conplex like add an active standard
conmparator. You know, sonetines people try, say, a
standard tricyclic they won't want to be on in the
first place, and to ask themto go on it for a |long
time is going to be inpossible.

CHAl RVAN PETRI:  Now can you -- the two of
you think of an estimate? Are you talking about one
nont h?

DR MAX: 1'd say two or three weeks. |If

the kinetics of the drug, you know -- If the drug
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doesn't have a lot of side effects and you coul d get
people up to their maximal tolerated doses or the
target dose in a week, two weeks is fine. | nean, if
you want to say three weeks, that's fine, but |I don't
i ke three nonths.

CHAI RVAN PETRI: I n rheumatol ogy we have
a lot of experience with this chronic pain syndrone
called fibronyalgia, and it fluctuates. It would be
hard for nme in a two-week period to be able to tel
you whet her the patient was better or not, unless the
drug was very dramati c.

So I'mthinking nore in terns of one nonth
as a mnimumtime. Let ne ask Dr. Fernandez-Madrid
about how he feels.

DR FERNANDEZ- MADRID: | woul d agree. The
variability of the synptons in these patients really
make a very short trial -- Probably, it would be a
failure.

DR. LASKA: | think you're into the

question of what nodels and what clinical trial nodels

will be sensible. It may not be required to do the
trial in which you have a double blind -- the
conparator treatnent all along the way. It may be

that after a period of time, you can open up the

trial, maybe keep it blinded -- that's not the
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relevant point -- but the point is that you'll ask
down the road how are you doing, is this drug stil
wor king for you, and you denmand a conparator with the
hi gh tech science in the front.

To know what's goi ng on down the road, you
have to use other kinds of techniques. It's too

difficult to know

CHAl RVAN  PETRI : Comment from the
audi ence.

MEMBER OF THE AUDI ENCE: Yes. |'m--

CHAl RVAN PETRI: Pl ease identify yourself.

MEMBER OF THE AUDIENCE: Yes. |I'mCelia
W nchel | . | am one of the team leaders in the

Di vision of Anesthetics, Critical Care and Addiction
Drug Products at FDA, and we have a keen interest in
t he proceedi ngs today; because we're responsible for
narcotic analgesics, and a lot of chronic pain
products conme to our division.

One of the things | hope that we will not
mss the opportunity to mne from the conmttee's
experience is this issue of the anbunt of evidence --
and we're not asking would one trial be sufficient,
but in your experience wthin sone of these
subcat egories such as nyofascial pain, neuropathic

pain, inflammatory pain, would there be sonme specific

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.
(202) 234-4433 WASHINGTON, D.C. 20005-3701 (202) 234-4433




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

269

di agnoses so simlar to one another that one trial in
each coul d be regarded as confirmatory for both.

So that two trials could be perforned, but
not in identical populations, that woul d be regarded
as confirmatory trials each for the other?

When Dr. Max said in his experience you
can't even extrapolate from one viscera to another,
t hose are the questions that the agency needs help
with. Are there two conditions so simlar that one
trial in each could be confirmatory of both?

So | hope we won't let you get away
wi t hout getting sonme of that information.

CHAl RVAN PETRI : | think we're going to
have great difficulty in addressing your question
because of the lack of data. Let ne ask Dr. Max. |
t hi nk you were suggesting that herpetic neural gia and
di abeti ¢ neuropat hy perhaps.

DR. MAX: As | said, there are probably
five studies of tricyclics in post-herpetic neuralgia
and a dozen in diabetic neuropathy show ng very
simlar responses conparing, say, the way SSRI's and
m xed serotonin reuptake bl ockers |ine up.

There are simlar responses of those two
conditions to lidocaine intravenously. So there are

sone simlarity -- As | nentioned, one drug we've
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tried, dextrom nophen, in two successive trials has
had di scordant responses.

So sonetinmes -- So one can interpret --
one mght interpret that the nechanisns -- that the
tricyclics in |lidocaine are working on are shared, but
the NMDA bl ockade is not, but that's still a small
dat abase.

CHAIRVAN PETRI: So | think the answer is
ri ght now we probably can't answer that question.

Let me ask Dr. Hyde. We're working
t hrough question 3. Are there other specific things
that you wanted to have us address?

DR. HYDE: No. | think, you know, it's
helpful to look at the neuropathic pain as a
particul ar. | mean, that kind of helps us as, you
know, one possible paradigmthat we could | ook at. |
mean the fact that you would consider, you know,
certain things to be supportive or replicative of
anot her, you know, gives us sonething we could, you
know, possibly fashion around.

DR. MAX: One additional comment on the
one study versus two studies. | guess, once you
approve a drug for anything, then it's out on the
mar ket and it would be used for -- It's set |oose.

So, | mean, one mght want to have a
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hi gher threshold, say two studies, for first approving
it for anything, and then one additional study for
additional clainms; but | think, as Gene says, that's
a real big issue and needs careful consideration.

CHAI RVAN  PETRI : Now to nove on to
question 4, what study designs should be required to
establish the duration or pattern for short termuse
(acute pain), versus long term anal gesics?

Dr. Max, if | could ask you to start in
terms of what you believe is necessary for the acute
pai n indication when we get to this point where it's
possible to split.

DR. MAX: Yeah. | don't understand the
question of study designs to require the duration or
pattern for short termuse.

CHAIRVAN PETRI: | think we're asking to
wax philosophically here. If you were able to split
off acute versus chronic pain, and if there were
separate indications for those, what is your --

DR. MAX: Well, generally, the first --
You know, acute -- for acute pain, the only efficacy
studies that really have nade a difference are single
dose efficacy studies up to this point. Then if you
ask additional -- conpanies have been required to do

repeated dose studies in those conditions, mainly to
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| earn how people take the drug, how | ong they |ast,
what side effects.

| think a bunch of us at the Anmerican
Society for dinical Pharmacol ogy and Therapeutics
have witten three or four pages about how one m ght
do repeated dose studies to satisfy that, but | nean,
there are sone issues.

There are sone drugs where you m ght want
to -- where there are mniml dose related side
effects that would inpair people immediately, Ilike
giving NSAIDs in nmajor surgery where you're not going
to relieve the pain, but you're going to take a dent
out of it, and you don't -- It doesn't get in the way
of narcotics which you give on top of it.

| think it nakes sense to give it by the
clock in sone studies and do dose response studi es by
the clock with various doses. On the other hand, in
small -- in conditions with only a little bit of pain
on the second and third days, you may want to use PRN
dosing, but it really depends on the particular
situation. | nean, it's a very conplex question.
don't know exactly what you're after.

CHAI RVAN PETRI: But you woul d encour age
repeated dose studies where it appears appropriate?

DR MAX Repeated dose studies are
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inportant for a variety of reasons. You want to see
how long it lasts, what the side effects are. You
want to get an idea of dose, and | think a fundanental
gquestion is whether you want around the clock or PRN
dosi ng.

CHAI RMAN PETRI : Let me ask Dr. Laska
again. In this hypothetical world where we've been
able to split off acute pain, how do you think study
desi gn should be --

DR. LASKA: | think in the area of acute
pain there's so much known that there isn't nuch need
to go into further discussion. There is genera
paradi gns which, | think, not only are appropriate but
are mandat ory.

You' ve got to really try and characteri ze
the treatnment. | nyself would like to see nore dose
response studies where there are nultiple doses of one
time admnistrations, but that's a slightly different
topic. But when it conmes to chronic pain, trying to
characterize how a treatnent goes as it's used over
time, | think, the gane changes.

| don't believe it's necessary to do the
sanme kind of acute observations to learn the pattern
of the product. Yet we still need sone good t hinking.

My view would be that there is sone need for lighter
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type questions.

CHAI RVAN PETRI : Tel ephone survey, for
exanpl e?

DR. LASKA: Tel ephone surveys, things of
this kind, which will give a general indication when
the product and when the drug starts to fail, when
it's no longer doing its job, when there is an
adjustnent to it or when a dose adjustnent is needed.

These ki nds of questions have been hotly
di scussed in chronic disease situations where, for
exanple, in depressants the issue becones, when the
epi sode is over, can | take the patient off this drug
or not or is there a danger of rel apse.

So the issues are not quite conparabl e,
but they are in sone sense. So you really need a
| oner level of information to know when things start
to go wong, and there sone good thinking is stil
needed to be done.

CHAI RVAN PETRI : Dr. McGrath, can | ask
you to address this issue. If we're able eventually
to split off acute versus chronic pain, do you have
suggestions on chronic pain design?

DR M GRATH: No. | think -- | don't
think I can really add to what's already been said.

| think there are sone excell ent suggestions.
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CHAI RVMAN PETRI: Dr. Max had a comment.

DR. MAX: | have a few ot her suggestions
regardi ng chronic study design, and | want to get back
to Dr. Sinon's question before about what's the dose
response. If you give a sedative, wll people get
pain relief.

| have a concern that, particularly since
t he best drugs we have now give only about 20 percent
relief and the placebo response can sonetinmes be much
nore than that, maybe a drug that's -- and if we just
allow -- require one study, naybe a drug that just
makes people woozy and has no inpact on the pain
system wll in sone hands, conpared to an inert
pl acebo, look like it relieves pain, and | think we
ought to be on guard agai nst approving a toxic drug
which has no pain relieving effects because of
spurious placebo responses.

So I'd recoomend -- there's a really nice
paper that Mke Wintraub wote with one of his
pr ot eges, a guy naned WMascuchi in dinical

Phar macol ogy and Therapeutics in about '85 | ooking at

bl i ndi ng questi onnaires.
| woul d suggest that the conpany show or
at least do their best, because the nethodol ogy hasn't

been set on this -- do their best to showthat this is
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not just a side effect triggered response, that they
need to |l ook at side effects in the active drug groups
and the placebo group, consider the use of active
pl acebos, pl acebos that contain sone active
i ngredi ents, and what M ke and Mascuchi were witing
about was give a questionnaire to the clinicians and
to the patients to see if the blinding is intact.

There are actually sone ways -- |If
patients get relief, they wll say, oh, I know | had
the real drug, and it |ooked like the study wasn't
blind; but actually, if you stratify the responses and
anal yze the people who got relief, got a little
relief, and got no relief, you can see if you can get
a better ook at blinding that way.

So | think there needs -- This issue needs
to be addressed. Up until now, it really hasn't been,
despite calls fromacademcs |ike that, because people
are always afraid if they ask to see if the study was
blinded and they find it wasn't blinded, it won't get
into a good journal.

So it's rarely done, but I think, if the
FDA requires that a l|look at blinding be done,
particularly if you include other active conparators
or dose responses of the active -- of the test drug,

that may be one way of getting at it; because if your
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drug beats another active drug that produces side
effects, that relieves your worry.

A final issue is | think there should be
sone quality of |ife measures incorporated besides
pain, not that a drug should have to show that
people's activities inprove. It's hard enough to show
that pain is better. However, we want to know t hat
the drug does not intoxicate people so much that the
i nprovenent in painisn't worth it.

There really hasn't been much of a track
record with quality of life studies in nost of the
pain studies inthe literature. | think the arthritis
peopl e have been doing a |lot of work on this, but we
i n neuropathic pain, for instance, we don't know how
to do the right quality of |ife neasures.

| think Parke-Davis just had sone nice
studi es of gabapentin where quality of life tracked
pain response. So | think this needs sone spade work,
t 00.

CHAI RVAN PETRI : Again, the quality of
life neasures can be adm ni stered over the phone, for
exanpl e. There are sone innovative ways to think
about doi ng these studies which are of a | arge nunber
of patients, but not at a huge cost.

Dr. Hyde, let nme ask you, are there other
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things specifically here that you wanted us to
address?

DR HYDE: No. | think the discussion has
been very hel pful.

CHAIRVAN PETRI: Al right. | think we're
ready to ask Dr. Weintraub if he'd like to sumari ze
t oday.

DR. WEINTRAUB: First of all, | want to
make a small correction to that paper that Mrio
Mascuchi and | wote. W didn't call for an active
pl acebo. W discussed the issue of active placebos,
and we turned it down, because of a lot of worries
about active placebos; but you know, that's a small
i ssue.

Thi s has been, again, another good day on
a hard subject. Dr. MGath and | were chatting
before, before the afternoon session started, and she
was very excited because this was really good stuff
for her. | understand, and | appreciate that we got
to talk about sonme of these issues, admttedly,
wi t hout nmuch dat a.

W don't have nmuch direction to give you.
We're starting back at the beginning and trying to
make the thing exciting. As John -- Well, it's

exciting to the people who are involved in this issue,
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| hope. But as John said, this is a very -- It's a

nascent question for the FDA, and | do think that we

got sone good information. | appreciate it very nuch
CHAI RVAN PETRI : I'"d like to especially
thank Dr. Max, Dr. Laska, for your help today. 1'd

like to thank all of the commttee nenbers.
W' re adj our ned.
(Wher eupon, the foregoing matter went off

the record at 3:48 p.m)
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